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A character 

all  Its  own. 

¿ - V Valium  (diazepam/Roche) 

■ is  a benzodiazepine  with  a 
character  all  its  own. 
Pharmacologically,  it  is  a potent 
skeletal  muscle  relaxant  and  anticon- 
vulsant (in  adjunctive  use),  as  well 
as  an  antianxiety  agent.  Pharmaco- 
kinetically,  only  Valium  provides 
active  diazepam  as  well  as  the  active 
metabolites  3-hydroxydiazepam, 
desmethyldiazepam  and  oxazepam. 

But  the  individual  character  of 
Valium  is  even  more  apparent  clinically 
than  pharmacokinetically.  And  far 
more  significant.  That's  because  of  the 
patient  response  obtained  with  Valium. 

A response  which  brings  a calmer 
frame  of  mind.  A response  which  has  a 
pronounced  effect  on  the  somatic 
symptoms  of  anxiety,  particularly  mus- 
cular tension.  A response  which  helps 
the  patient  feel  more  like  himself  again 
because  of  the  way  Valium  reduces  the 
overwhelming  symptoms  of  anxiety 
and  psychic  tension. 

Another  important  aspect  of  the 
clinical  character  of  Valium  is  safety. 
Though  drowsiness,  ataxia  and  fatigue 
are  possible,  these  and  more  serious 
side  effects  are  rarely  a problem.  Of 
course,  as  with  all  CNS-actinq  drugs, 
patients  taking  Valium  should  be  cau- 
tioned against  driving,  operating 
dangerous  machinery  or  the  simulta- 
neous ingestion  of  alcohol. 

Unquestionably,  many  psycho- 
therapeutic agents,  including  other 
benzodiazepines,  have  antianxiety 
effects.  But  one  fact  remains:  you  get 
a certain  kind  of  patient  response 
with  Valium.  It's  a response  you  want. 

A response  you  know.  A response  you 
trust  as  part  of  your  overall  manage- 
ment of  anxiety  and  psychic  tension. 

Valium 

diazepam/Roche 

2-mg,  5-mg,10-mg  scored  tablets 

a prudent  choice  in  psychic 
tension  and  anxiety 


Before  prescribing,  please  consult  complete  product 
information,  a summary  of  which  follows: 

Indications:  Tension  and  anxiety  states;  somatic  complaints 
which  are  concomitants  of  emotional  factors;  psychoneurotic 
states  manifested  by  tension,  anxiety,  apprehension,  fatigue,  de- 
pressive symptoms  or  agitation;  symptomatic  relief  of  acute  agita- 
tion, tremor,  delirium  tremens  and  hallucinosis  due  to  acute  alco- 
hol withdrawal;  adjunctively  in  skeletal  muscle  spasm  due  to  re- 
flex spasm  to  local  pathology;  spasticity  caused  by  upper  motor 
neuron  disorders;  athetosis;  stiff-man  syndrome;  convulsive  dis- 
orders (not  for  sole  therapy). 

The  effectiveness  of  Valium  (diazepam/Roche)  in  long-term  use, 
that  is,  more  than  4 months,  has  not  been  assessed  by  systematic 
clinical  studies.  The  physician  should  periodically  reassess  the 
usefulness  of  the  drug  for  the  individual  patient. 

Contraindicated:  Known  hypersensitivity  to  the  drug.  Children 
under  6 months  of  age.  Acute  narrow  angle  glaucoma;  may  be 
used  in  patients  with  open  angle  glaucoma  who  are  receiving 
appropriate  therapy. 

Warnings:  Not  of  value  in  psychotic  patients.  Caution  against 
hazardous  occupations  requiring  complete  mental  alertness. 
When  used  adjunctively  in  convulsive  disorders,  possibility  of  in- 
crease in  frequency  and/or  severity  of  grand  mal  seizures  may 
require  increased  dosage  of  standard  anticonvulsant  medication; 
abrupt  withdrawal  may  be  associated  with  temporary  increase  in 
frequency  and/or  severity  of  seizures.  Advise  against  simulta- 
neous ingestion  of  alcohol  and  other  CNS  depressants.  With- 
drawal symptoms  (similar  to  those  with  barbiturates  and  alcohol) 
have  occurred  following  abrupt  discontinuance  (convulsions, 
tremor,  abdominal  and  muscle  cramps,  vomiting  and  sweating). 
Keep  addiction-prone  individuals  under  careful  surveillance  be- 
cause of  their  predisposition  to  habituation  and  dependence. 
Usage  in  Pregnancy:  Use  of  minor  tranquilizers  during 
first  trimester  should  almost  always  be  avoided  be- 
cause of  increased  risk  of  congenital  malformations  as 
suggested  in  several  studies.  Consider  possibility  of 
pregnancy  when  instituting  therapy;  advise  patients  to 
discuss  therapy  if  they  intend  to  or  do  become  preg- 
nant. 

Precautions:  If  combined  with  other  psychotropics  or  anticon- 
vulsants, consider  carefully  pharmacology  of  agents  employed; 
drugs  such  as  phenothiazines,  narcotics,  barbiturates,  MAO  in- 
hibitors and  other  antidepressants  may  potentiate  its  action. 

Usual  precautions  indicated  in  patients  severely  depressed,  or 
with  latent  depression,  or  with  suicidal  tendencies.  Observe  usual 
precautions  in  impaired  renal  or  hepatic  function.  Limit  dosage  to 
smallest  effective  amount  in  elderly  and  debilitated  to  preclude 
ataxia  or  oversedation. 

Side  Effects:  Drowsiness,  confusion,  diplopia,  hypotension, 
changes  in  libido,  nausea,  fatigue,  depression,  dysarthria,  jaun- 
dice, skin  rash,  ataxia,  constipation,  headache,  incontinence, 
changes  in  salivation,  slurred  speech,  tremor,  vertigo,  urinary  re- 
tention, blurred  vision.  Paradoxical  reactions  such  as  acute 
hyperexcited  states,  anxiety,  hallucinations,  increased  muscle 
spasticity,  insomnia,  rage,  sleep  disturbances,  stimulation  have 
been  reported;  should  these  occur,  discontinue  drug.  Isolated 
reports  of  neutropenia,  jaundice;  periodic  blood  counts  and  liver 
function  tests  advisable  during  long-term  therapy. 

Dosage:  Individualize  for  maximum  beneficial  effect.  Adults:  Ten- 
sion, anxiety  and  psychoneurotic  states,  2 to  10  mg  b i d.  to  q i d.; 
alcoholism,  10  mg  t.i.d.  or  q.i.d.  in  first  24  hours,  then  5 mg  t.i.d.  or 
q.i.d.  as  needed;  adjunctively  in  skeletal  muscle  spasm,  2 to  10 
mg  t.i.d.  or  q.i.d.;  adjunctively  in  convulsive  disorders,  2 to  10  mg 
b i d.  to  q.i.d.  Geriatric  or  debilitated  patients:  2 to  2Vi  mg,  1 or  2 
times  daily  initially,  increasing  as  needed  and  tolerated.  (See  Pre- 
cautions.) Children:  1 to  2'/2  mg  t.i.d.  or  q.i.d.  initially,  increasing 
as  needed  and  tolerated  (not  for  use  under  6 months). 

Supplied:  Valium®  (diazepam)  Tablets,  2 mg,  5 mg  and  10  mg — 
bottles  of  100  and  500;  Tel-E-Dose®  packages  of  100,  available  in 
trays  of  4 reverse-numbered  boxes  of  25,  and  in  boxes  containing 
10  strips  of  10;  Prescription  Paksof  50,  available  singly  and  in 
trays  of  10. 


Roche  Laboratories 

Division  of  Hoffmann-La  Roche  Inc. 

Nutley,  New  Jersey  07110 


The  heart  of  the  matter 
in  hypertension  ^ 
is  the  kidney 


The  kidney — not  the  heart — is  the  key 
to  long-term  arterial  pressure  control. 
Diuretics  help  the  kidney  excrete  so- 
dium, reduce  fluid  volume  and  lower 
blood  pressure. 


No  diuretic  blocks  sodium  retention 
longer  than  Hygroton. 


In  mild  hypertension  low-dose 
Hygroton  25  mg.  An  effective, 
conservative  therapy. 


In  mild  hypert 
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BRIEF  SUMMARY  # ■/ If/  /M 

Indications:  Hypertension,  adjunctive  therapy  Ip  edema. 
Contraindications:  Anuria,  hypersensitivitwo^hlorthalidone  or  other 
sulfonamide-derived  drugs.  if]  /f 

Warnings:  Should  be  used  with  caution  in fsfere  regal  disease,  impaired 
hepatic  function  or  progressive  liver  disease  May  adit  to  or  potentiate  the 
action  of  other  antihypertensive  drugs.  sJíBitivity'reáíctions  may  occur  in 
patients  with  a history  of  allergy  or  bror\qmm\  asthmé.  There  is  a possibility  of 
exacerbation  or  activation  of  systemic  luptjs  erythematosus  with  thiazides, 
which  are  related  to  chlorthalidone.  Thii has  not'been  reported  with 
chlorthalidone.  Thiazides  cross  the  plaásntal  barrier  and  appear  in  cord 
blood.  Use  in  pregnant  women  requires  that  me  anticipated  benefits  of  the 
drug  be  weighed  against  possible  hazitds  t/the  fetus.  These  hazards 
include  fetal  or  neonatal  jaundice,  thrombocytopenia,  and  possibly  other 
adverse  reactions  which  have  occurred  In  #ie  adult.  In  nursing  mothers, 
thiazides  cross  the  placental  barrier  and  appear  in  breast  milk.  If  use  of  the 
drug  is  essential,  the  patient  should  stop  mirsing. 

Precautions:  Periodic  determination  of  scrum  electrolytes  to  detect 
possible  electrolyte  imbalance  should  be  pirformedrat  appropriate 
intervals.  All  patients  receiving  chlorthalidone  should  tté  observed  for 
clinical  signs  of  fluid  or  electrolyte  ¡mbalanceViamely,  nvponatremia, 
hypochloremic  alkalosis,  and  hypokalemia.  Sekum  and  arine  electrolyte 
determinations  are  particularly  important  whénthe  patient  is  vomiting 
excessively  or  receiving  parenteral  fluids.  Medtcatipn  such  as  digitalis  may 
also  influence  serum  electrolytes.  Hypokalemia  nta^develop  with 
chlorthalidone  as  with  any  other  potent  diuretic,  especially  with  brisk 
diuresis,  when  severe  cirrhosis  is  present,  or  during  concomitant  use  of 
corticosteroids  or  ACTH.  Interference  with  adequate  oral  electrolyte  intake 
will  also  contribute  to  hypokalemia  Digitalis  therapy  may  exaggerate 
metabolic  effects  of  hypokalemia  especially  with  reference  to  myocardial 
activity  Any  chloride  deficit  is  generally  mild  and  usually  does  not  require 
specific  treatment  except  under  extraordinary  circumstances  (as  in  liver 
disease  or  renal  disease).  Dilutional  hyponatremia  may  occur  in  edematous 
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Convenient  ql2h  dosage  provides 
24-hour  relief  of  bronchospasm 


‘ ‘ ' Á f • ' ( ■ , j*  * , ^ . 4 * w , v * * J,  r * 

Sustained,  therapeutic  serum  levels  are  Unlike  short-acting  bronchodilators, 

achieved  with  ql2h  dosage..  Sustaire  (theophylline,  anhydrous)  helps 

Simple,  single-entity  therapy.  avoid  the  potentially  toxic  peaks  and 

Sustaire  contains  only  one  active  ingre-  subtherapeutic  valleys  that  interfere  with 
dient — anhydrous  theophylline,  specially  continuous  therapy 

formulated  to  provide  uninterrupted  relief  Improved  compliance  stems  from 
of  bronchospasm.  improved  convenience  of  the  ql2h 

t , * ' « dosage  schedule. 


works  all  day...and  all  night 


SUSTAINED  RELEASE 


100  mg 
300  mg 
Scored 
Tablets 


For  Sustaire  prescribing  information,  including  adverse  reactions 
and  contraindications. please  see  last  page  of  this  advertisement. 


ROGRIG 

A division  ot  Pfi/er  Pharmaceuticals 
New  York  New  York  1001  7 


Sustained  Release 


SUSIM3E 

theophylline(anhydrous) 


100  mg 
300  mg 
Scored 
Tablets 


A THEOPHYLLINE  THAT  WORKS 
ALL  DAY. . . AND  ALL  NIGHT 


PRESCRIBING  INFORMATION 
SUSTAIRE*  theophylline  (anhydrous)  U.S.P. 

SUSTAINED  RELEASE  TABLETS 
DESCRIPTION:  SUSTAIRE  Sustained  Release  Tablets  con- 
tain not  less  than  94  0 percent  and  not  more  than  106  0 per- 
cent of  the  labeled  amount  of  C7H8N402  Theophylline,  a xan- 
thine compound,  is  a white,  odorless  crystalline  powder,  hav- 
ing a bitter  taste.  SUSTAIRE  contains  anhydrous  theophylline. 

CLINICAL  PHARMACOLOGY:  Theophylline  directly  re- 
laxes the  smooth  muscle  of  the  bronchial  airways  and  pulmo- 
nary blood  vessels,  thus  acting  mainly  as  a bronchodilator, 
diuretic,  cardiac  stimulant,  cerebral  stimulant  and  skeletal 
muscle  stimulant.  The  actions  of  theophylline  may  be  me- 
diated through  inhibition  of  phosphodiesterase  and  a resultant 
increase  in  intracellular  cyclic  AMP  which  could  mediate 
smooth  muscle  relaxation  At  concentrations  higher  than  at- 
tained in  uiuo.  theophylline  also  inhibits  the  release  of  histamine  by  mast  cells 

SUSTAIRE  has  been  specifically  formulated,  clinically  tested,  and  shown  to  provide  a thera- 
peutically effective  serum  level  when  administered  on  a ql2h  dosage  schedule.  SUSTAIRE  min- 
imizes the  peaks  and  valleys  of  serum  levels  commonly  found  with  shorter-acting  theophylline 
products. 

In  vitro,  theophylline  has  been  shown  to  react  synergistically  with  beta  agonists  that  increase 
intracellular  cyclic  AMP  through  the  stimulation  of  adenyl  cyclase  (isoproterenol),  but  synergism 
has  not  been  demonstrated  in  patient  studies  and  more  data  is  needed  to  determine  if  theophyl- 
line and  beta  agonists  have  clinically  important  additive  effect  in  uiuo 

Apparently,  no  development  of  tolerance  occurs  with  chronic  use  of  theophylline.  The  half-life 
is  shortened  with  cigarette  smoking.  The  half-life  is  prolonged  in  alcoholism,  reduced  hepatic  or 
renal  function,  congestive  heart  failure,  and  in  patients  receiving  antibiotics  such  as  TAO  (tro- 
leandomycin),  erythromycin  and  clindamycin.  High  fever  for  prolonged  periods  may  decrease 
theophylline  elimination 

THEOPHYLLINE  ELIMINATION  CHARACTERISTICS 

Theophylline  Clearance  Half-life  Average 

Rates  (mean  ± S.D  ) (mean  ± S.D.) 

Children  (over  6 months  of  age):  1 45  ± 58ml/kg/min  3.7  ± i.l  hours 


Adult  nonsmokers  with 
uncomplicated  asthma 


65  ±19  ml/kg/min  8.7  ± 2.2  hours 


Newborn  infants  have  extremely  slow  clearances  and  half-lives  exceeding  24  hours  which  ap- 
proach those  seen  for  older  children  after  about  3-6  months. 

Older  adults  with  chronic  obstructive  pulmonary  disease,  any  patients  with  cor  pulmonale  or 
other  causes  of  heart  failure,  and  patients  with  liver  pathology  may  have  much  lower  clearances 
with  half-lives  that  may  exceed  24  hours. 

The  half-life  of  theophylline  in  smokers  (1  to  2 packs/day)  averaged  4-5  hours  among  vari- 
ous studies,  much  shorter  than  the  half-life  in  non-smokers  who  averaged  about  7-9  hours.  The 
increase  in  theophylline  clearance  caused  by  smoking  is  probably  the  result  of  induction  of  drug- 
metabolizing  enzymes  that  do  not  readily  normalize  after  cessation  of  smoking.  It  appears  that 
between  3 months  and  2 years  may  be  necessary  for  normalization  of  the  effect  of  smoking  on 
theophylline  pharmacokinetics. 

INDICATIONS:  For  relief  and/or  prevention  of  symptoms  from  asthma  and  reversible 
bronchospasm  associated  with  chronic  bronchitis  and  emphyséma 

CONTRAINDICATIONS:  In  individuals  who  have  shown  hypersensitivity  to  any  of  its  com- 
ponents. 

WARNINGS:  Status  asthmaticus  is  a medical  emergency.  Optimal  therapy  frequently  requires 
additional  medication  including  corticosteroids  when  the  patient  is  not  rapidly  responsive  to 
bronchodilators. 

Excessive  theophylline  doses  may  be  associated  with  toxicity,  and  serum  theophylline  levels 
are  recommended  to  assure  maximal  benefit  without  excessive  risk.  Incidence  of  toxicity  in- 
creases at  levels  greater  than  20  mcg/ml.  Morphine,  curare,  and  stilbamidine  should  be  used 
with  caution  in  patients  with  airflow  obstruction  since  they  stimulate  histamine  release  and  can 
induce  asthmatic  attacks  They  may  also  suppress  respiration  leading  to  respiratory  failure.  Alter- 
native drugs  should  be  chosen  whenever  possible 

There  is  an  excellent  correlation  between  high  blood  levels  of  theophylline  resulting  from  con- 
ventional doses  and  associated  clinical  manifestations  of  toxicity  in  (1)  patients  with  lowered 
body  plasma  clearances  (due  to  transient  cardiac  decomposition),  (2)  patients  with  liver  dys- 
function or  chronic  obstructive  lung  disease,  (3)  patients  who  are  older  than  55  years  of  age, 
particularly  males. 

There  are  often  no  early  signs  of  less  serious  theophylline  toxicity  such  as  nausea  and  restless- 
ness, which  may  appear  in  up  to  50  percent  of  patients  prior  to  onset  of  convulsions.  Ventricular 
arrhythmias  or  seizures  may  be  the  first  signs  of  toxicity. 

Many  patients  who  have  higher  theophylline  serum  levels  exhibit  a tachycardia 
Theophylline  products  may  worsen  pre-existing  arrhythmias. 

USAGE  IN  PREGNANCY:  Safe  use  in  pregnancy  has  not  been  established  relative  to  possi- 
ble adverse  effects  on  fetal  development,  but  neither  have  adverse  effects  on  fetal  development 
been  established  This  is,  unfortunately,  true  for  most  antiasthmatic  medications.  Therefore,  use 
of  theophylline  in  pregnant  women  should  be  balanced  against  the  risk  of  uncontrolled  asthma 
PRECAUTIONS:  Mean  half-life  is  shorter  in  smokers  than  in  non-smokers,  therefore,  smokers 
may  require  larger  doses  of  theophylline  Theophylline  should  not  be  administered  concurrently 
with  other  xanthine  medications.  Use  with  caution  in  patients  with  severe  cardiac  disease,  severe 
hypoxemia,  hypertension,  hyperthyroidism,  acute  myocardial  injury,  cor  pulmonale,  congestive 
heart  failure,  liver  disease,  and  in  the  elderly  (especially  males),  and  in  neonates.  Great  caution 
should  especially  be  used  in  giving  theophylline  to  patients  in  congestive  heart  failure  Such  pa- 


tients have  shown  markedly  prolonged  theophylline  blood  level  curves  with  theophylline  per- 
sisting in  serum  for  long  periods  following  discontinuation  of  the  drug. 

Use  theophylline  cautiously  in  patients  with  history  of  peptic  ulcer.  Theophylline  may  occa- 
sionally act  as  a local  irritant  to  G.I.  tract  although  gastrointestinal  symptoms  are  more  com- 
monly central  and  associated  with  serum  concentrations  over  20  mcg/ml. 

ADVERSE  REACTIONS:  The  most  consistent  adverse  reactions  are  usually  due  to  overdose 


and  are: 

1 Gastrointestinal— nausea,  vomiting,  epigastric  pain,  hematemesis,  diarchea. 

2.  Central  nervous  system— headaches,  irritability,  restlessness,  insomnia,  reflex  hyperexcita- 
bility, muscle  twitching,  clonic  and  tonic  generalized  convulsions. 

3.  Cardiovascular— palpitation,  tachycardia,  extrasystoles,  flushing,  hypotension,  circulatory 
failure,  life  threatening  ventricular  arrhythmias. 

4 Respiratory— tachypnea. 

5.  Renal— albuminuria,  increased  excretion  of  renal  tubular  cells  and  red  blood  cells,  poten- 
tiation of  diuresis. 

6 Others— hyperglycemia  and  inappropriate  ADH  syndrome 
DRUG  INTERACTIONS:  Toxic  synergism  with  ephedrine  has  been  documented  and  may 
occur  with  some  sympathomimetic  bronchodilators. 


Drug 

Aminophylline  with  Lithium  Carbonate 
Aminophylline  with  Propranolol 
Theophylline  with  Furosemide 
Theophylline  with  Hexamethonium 

Theophylline  with  Reserpine 
Theophylline  with  Chlordiazepoxide 


Effect 

Increased  excretion  of  Lithium  Carbonate 
Antagonism  of  Propranolol  effect 
Increased  Diuresis  of  Furosemide 
Decreased  Hexamethonium-induced  chrono- 
tropic effect 

Reserpine-induced  Tachycardia 
Chlordiazepoxide-induced  fatty  acid 
mobilization 

Increased  Theophylline  plasma  levels 


Theophylline  with  Cyclamycin,  TAO 
(troleandomycin),  Erythromycin, 

Lincomycin 

OVERDOSAGE:  Management: 

A.  If  potential  oral  overdose  is  established  and  seizure  has  not  occurred: 

1 ) Induce  vomiting. 

2)  Administer  a cathartic  (this  is  particularly  important  if  sustained  release  preparations 


have  been  taken) 

3)  Administer  activated  charcoal. 

B If  patient  is  having  a seizure: 

1 ) Establish  an  airway. 

2)  Administer  02. 

3)  Treat  the  seizure  with  intravenous  diazepam,  0.1  to  0.3  mg/kg  up  to  10  mg. 

4)  Monitor  vital  signs,  maintain  blood  pressure  and  provide  adequate  hydration 
C Post-Seizure  Coma: 

1)  Maintain  airway  and  oxygenation. 

2)  If  a result  of  oral  medication,  follow  above  recommendations  to  prevent  absorption  of 
drug,  but  intubation  and  lavage  will  have  to  be  performed  instead  of  inducing  emesis, 
and  the  cathartic  and  charcoal  will  need  to  be  introduced  via  a large  bore  gastric  lavage 
tube. 

3)  Continue  to  provide  full  supportive  care  and  adequate  hydration  while  waiting  for  drug 
to  be  metabolized.  In  general,  the  drug  is  metabolized  sufficiently  rapidly  so  as  to  not 
warrant  consideration  of  dialysis. 

D Animal  studies  suggest  that  phenobarbital  may  decrease  theophylline  toxicity.  There  is  as 

yet,  however,  insufficient  data  to  recommend  pre-treatment  of  an  overdosage  with  pheno- 
barbital. 

DOSAGE  AND  ADMINISTRATION:  Therapeutic  serum  levels  associated  with  optimal  like- 
lihood for  benefit  and  minimal  risk  of  toxicity  are  considered  to  be  between  10  mcg/ml  and  20 
mcg/ml.  Levels  above  20  mcg/ml  may  produce  toxic  effects.  There  is  great  variation  from  pa- 
tient to  patient  in  dosage  needed  in  order  to  achieve  a therapeutic  blood  level  because  of  varia- 
ble rates  of  elimination.  Because  of  this  wide  variation  from  patient  to  patient,  and  the  relatively 
narrow  therapeutic  blood  level  range,  dosage  must  be  individualized  and  monitoring  of 
theophylline  serum  levels  is  highly  recommended 

Dosage  should  be  calculated  on  the  basis  of  lean  (ideal)  body  weight  where  mg/kg  doses  are 
stated.  Theophylline  does  not  distribute  into  fatty  tissue 

Giving  theophylline  with  food  may  prevent  the  rare  case  of  stomach  irritation  and  though  ab- 
sorption may  be  slower,  it  is  still  complete. 

Usual  Initial  Dose:  The  average  initial  children’s  (under  9 years  of  age)  dose  is  one 
SUSTAIRE  (theophylline,  anhydrous)  100  mg  tablet  ql2h. 

The  average  initial  children’s  (ages  9-12)  dose  is  one-half  (150  mg)  of  a SUSTAIRE  300  mg 
tablet  ql2h. 

The  average  initial  adolescent  (ages  12-16)  dose  is  two  SUSTAIRE  100  mg  tablets  ql2h 
The  average  initial  adult  dose  is  one  SUSTAIRE  300  mg  tablet  ql2h. 

If  the  desired  response  is  not  achieved  with  the  above  AVERAGE  INITIAL  DOSAGE  recom- 
mendation, and  there  are  no  adverse  reactions,  the  dose  may  be  safely  increased  by  2-3  mg  per 
kg  body  weight  per  day  at  3 day  intervals  until  the  following  dose  schedule  or  a maximum  of 
900  mg  in  any  24  hour  period  is  attained  (whichever  is  less).  (See  table  below  ) 

MAXIMUM  DOSE  WITHOUT  MEASUREMENT  OF  SERUM  CONCENTRATION 


Children  (under  9) 

mg  per  kg  body  weight* 

24  mg  per  day 

dose  per  interval 

12  mg  ql2h** 

Children  (9-12) 

20  mg  per  day 

10  mg  ql2h 

Adolescents  (12-16) 

18  mg  per  day 

9 mg  ql2h 

Adults 

13  mg  per  day 

6.5  mg  ql2h 

*Use  ideal  body  weight  for  obese  patients 
**Some  children  under  9 may  require  8 mg  q8h 

If  higher  doses  than  those  contained  in  the  above  dose  schedule  are  necessary,  it  is  recom- 

mended  that  serum  theophylline  levels  be  monitored  as  a clinical  guide 

Measurement  of  serum  theophylline  concentration  during  chronic  therapy:  If  the 

above  maximum  doses  are  to  be  maintained  or  exceeded,  serum  theophylline  measurement  is 
recommended.  This  should  be  obtained  at  the  approximate  time  of  peak  absorption  during 
chronic  therapy  with  SUSTAIRE.  SUSTAIRE  produces  relatively  flat  serum  theophylline  level 
curves  and  serum  theophylline  levels  may  be  measured  at  any  time  during  the  dosing  cycle. 
However,  peak  levels  usually  occur  between  4 and  8 hours  after  dosing.  It  is  important  that  the 
patient  will  have  missed  no  doses  during  the  previous  48  hours  and  that  dosing  intervals  will 
have  been  reasonably  typical  with  no  added  doses  dur- 
ing that  period  of  time. 

HOW  SUPPLIED:  SUSTAIRE  100  mg  and  300  mg  DADDIP 
Sustained  Release  scored  tablets  are  available  in  bot- 

ties  of  100  a division  of  Pfizer  Pharmaceuticals 
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Malignant  Transformation  in  Mikulicz’s  Disease  •••• * 

Edrick  López  Enriquez,  MD,  Lilia  Cebados,  MD,  PhD.  Juan  Cintrón,  MD 

and  Esther  González,  MD,  FACP 

A 47-year  old  white  female  with  benign  recurrent  enlargement  of  the  parotid, 
lacrimal  and  submaxillary  glands  is  presented.  Two  years  after  the  initial  diagnostic 
evaluation,  she  developed  a poorly  differentiated  lymphocyte  lymphoma.  The  authors 
present  a pertinent  and  complete  review  of  the  literature  with  emphasis  in  the  associa- 
tion between  these  two  disorders.  They  suggest  that  several  features  in  Mikulicz’s  di- 
sease appear  to  be  of  value  in  malignant  transformation.  These  parameters;  rheumatoid 
factors  titers,  leukopenia,  lymphopenia,  hepatosplenomegaly,  hypogammaglobulinemia 
and  delayed  hypersensitivity  should  be  carefully  studied  and  evaluated  in  patients  with 
Mikulicz’s  Disease. 

Myocardial  Infarction  Mortality  in  the  1970’s  7 

Guillermo  Cintrón,  MD.  Esteban  Linares,  MD.  Edgardo  Hernández,  MD  and 

Juan  Aranda,  MD 

In  this  article  Dr.  Cintrón  et  al  present  their  experience  with  1200  admission  to  a 
coronary  care  unit  in  over  a 43  months  period.  The  author  reviewed  the  complications, 
and  mortality  in  the  group  of  patients  with  documented  myocardial  infarction  and  com- 
pare their  experience  with  those  reported  in  the  literature.  This  type  of  study  is  of  ut- 
most importance  to  the  local  community  since  it  allows  a direct  comparison  of  the 
available  resources  and  results  with  those  reported  in  other  places.  Every  medical  center 
should  have  available  this  type  of  information  since  it  is  an  objective  means  through 
which  to  assess  results  of  medical  care. 

Systemic  Eczematous  Contact  Dermatitis  Due  to  the  Ethylenediamine 

Fraction  of  Aminophylline  14 

Miguel  Vázquez  Botet,  MD 

The  author  presents  a 57-year  old  female  who  developed  a bilateral,  pruritic,  vesi- 
cular eruption  in  both  arms  and  hands  48  hours  after  receiving  intravenous  aminophy- 
lline. Apparently  she  had  become  sensitized  to  ethylenediamine  after  the  topical  use 
of  an  ethylenediamine  containing  cream  (Mycolog).  After  the  administration  of  intra- 
venous aminophylline  (85  percent  aminophylline  and  15  percent  ethylenediamine)  she 
developed  a delayed  immunological  reaction  mediated  by  T lymphocytes  which  caused 
the  eruption  previously  described.  Although  the  eczematous  condition  was  produced  by 
systemic  drug  administration,  the  first  sensitizing  exposure  to  the  drug  was  through  to- 
pical application.  The  discussion  of  this  article  is  very  pertinent  complete  and  up  to  da- 
te. The  article  should  be  of  great  interest  to  all  of  our  readers,  specially  those  who  care 
for  asthmatic  patients. 

Brief  Communication:  Geriatric  Medicine  19 

José  M.  Torres  Ramos,  MD 

Dr.  Torres  Ramos  presents  the  most  recent  concepts,  attitudes  and  thoughts  re- 
garding Geriatric  Medicine.  Although  the  American  Geriatric  Society  and  the  American 
Board  of  Internal  Medicine  do  not  recommend  the  establishment  of  a formal  geriatric 
specialty,  they  strongly  favor  the  recognition  of  Geriatric  Medicine  as  an  academic  dis- 
cipline within  the  current  medical  specialties.  A well  timed  communication  which  deals 
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MALIGNANT  TRANSFORMATION  IN 
MIKULICZ’S  DISEASE 

Edrick  López-Enríquez,  MD,  Lilia  Cebados,  MD,  PhD 
Juan  Cintron,  MD  and  Esther  González,  MD,  FACP 


Abstract:  The  clinical  and  histopathological 

features  of  Mikulicz’s  Disease  are  described 
in  47  year-old  female  patient  who  subsequently 
developed  a poor  differentiated  lymphocytic 
lymphoma.  Mikulicz’s  Disease  is  characterized 
by  unspecific  bilateral  enlargement  of  the  paro- 
tid, lacrimal,  submaxillary,  sublingual  and/or 
submandibular  glands  with  characteristic  histo- 
pathological findings  such  as  diffuse  mature 
lymphocytic  infiltration  of  the  gland  with 
formation  of  epimyoepithelial  islands.  Two 
years  after  the  clinical  picture  of  Mikulicz’s 
developed,  our  patient’s  exocrine  gland  of  the 
face  underwent  a significant  modification  from 
a benign  lymphocytic  lesion  confirmed  by  biop- 
sy to  a poorly  differentiated  lymphocytic 
lymphoma. . The  association  of  these  two  di- 
sorders is  discussed  and  the  pertinent  literature 
is  reviewed.  It  is  the  author’s  impression  that 
both  lymphoproliferative  disorders  (one  benign 
and  one  malignant)  are  expressions  of  the  same 
underlying  host  immunosurveillance  defect. 

Introduction 

In  1888  Mikulicz  (12)  reported  at  the 
Society  for  Scientific  Medicine  at  Konigsberg, 
a case  of  42-year  old  farmer  with  a peculiar 
symptom  complex  which  included  swelling  of 
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the  upper  eyelids,  swelling  of  both  angles  of 
the  jaw  (submandibular  glands)  and  swelling 
of  the  parotid  glands  with  no  other  evidence  of 
systemic  disorder.  He  followed  the  patient 
for  seven  months  after  which  the  patient  died 
of  peritonitis.  Since  then,  the  swelling  of  the 
exocrine  glands  of  the  face  was  considered 
to  be  a manifestation  of  Mikulicz’s  disease 
until  Morgan  and  Castleman  (14),  in  1953, 
reviewed  the  previous  report  in  the  literature 
and  made  a histopathological  description  of 
of  the  disease  establishing  definite  bases  for 
the  diagnosis  of  this  rare  entity.  Prior  to  this 
report,  Godwin  (6)  suggested  the  elimination 
of  the  term  Mikulicz’s  disease  and  proposed 
the  term  Benign  Lymphoproliferative  Lesion 
of  the  Parotid  Gland  based  on  his  pathological 
review  of  eleven  cases.  Furthermore,  in  1954, 
Morgan  (13)  established  the  relationship  bet- 
ween Mikulicz’s  Disease  and  the  Sjogren’s  Syn- 
drome clarifying  the  nature  of  this  disorder. 

Case  Report 

Our  patient  is  a 47-year  old  white  postmenopau- 
sic  female  who  enjoyed  good  health  until  April  1974 
when  she  noticed  a “lump”  in  the  right  side  of  the  face 
at  the  level  of  the  parotid  gland.  The  mass  was  non- 
tender, painless,  without  overlying  skin  changes  and 
unassociated  xerostomia,  upper  respiratory  tract 
infection  or  toothache.  It  was  hard  in  consistency, 
of  slow  growth  rate,  followed  by  similar  changes  in 
the  left  side.  On  March  1976  she  decided  to  visit  a 
local  MD.  By  this  time  she  had  noticed  a similar  en- 
largement of  the  submaxillary  glands  as  well  as  the 
lacrimal  glands.  Her  physician  performed  a right  sub- 
total paroidectomy  in  April  1976  and  our  patient 
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Figure  1:  Pronounced  enlargement  of  right  and  left 
lacrimal  glands. 


Figure  2:  Marked  enlargement  of  right  and  left  sub- 
lingual salivary  glands. 


was  told  to  have  a benign  tumor  of  the  gland  requir- 
ing no  further  treatment. 

I nsatisfied  with  results  of  the  biopsy  and  in  view 
of  a strong  family  history  of  malignancy,  she  was  eva- 
luated at  another  institution  where  her  work  up  inclu- 
ded: CBC,  U/A,  SMA-12  upper  and  lower  gastrointes- 
tinal radiopaque  studies,  chest  X-rays,  sialogram,  liver 
and  spleen  scan  with  technetium-99.  CEA,  and  review 
of  the  previous  paroidectomy  material.  Three  months 
later  the  patient  was  returned  to  her  private  MD  with 
the  diagnosis  of  a benign  parotid  lesion.  He  gave  the 
patient  a course  with  an  unknown  amount  of  Predni- 
sone for  a period  of  six  months.  After  all  the  lesions 
disappeared,  the  medication  was  discontinued.  How- 
ever, by  March  1977,  she  again  noticed  a painless  swel- 
ling of  the  lacrimal  gland  (Figure  1)  with  subsequent 
enlargement  of  the  submaxillary  glands,  left  parotid 
gland,  sublingual  (Figure  2),  and  enlargement  of  a left 
supraclavicular  node.  She  became  quite  disturbed  but 
did  not  seek  medical  assistance  until  August  1977  when 
she  was  referred  to  our  institution.  At  this  time  she 
denied  loss  of  weight,  fever,  gastrointestinal  symptoms, 
anorexia,  malaise,  xerostomia  or  dry  eyes. 


Upon  examination  she  was  found  to  be  well 
nourished,  well  developed,  with  a pulse  of  80  beats 
per  minute  and  a temperature  of  36.8°C.  The  phy- 
sical findings  were  restricted  to  the  following:  a mass 
in  the  left  parotid  gland  measuring  7cm  hv  5cm;  en- 
larged lacrimal  glands  measuring  3.3  cm  by  1.1  cm 
(left),  3.5  cm  by  .75cm  (right);  submaxillary  glands 
measuring  3 cm  by  3 cm;  submandibular  glands  mea- 
suring 3 cm  by  3 cm;  sublingual  glands  measuring 
2 cm  in  length;  a palpable  supraclavicular  noth*  mea- 
suring 1.5  cm  by  1 cm;  a post  auricular  node  mea- 
suring 1.5  cm  by  1.5  cm;  splenomegaly  of  3 cm  be- 
low the  left  costal  margin  at  the  mid-clavicular  line; 
and  a discrete  hepatomegaly  of  2 cm  below  the  right 
costal  margin  at  the  right  midclavicular  line.  All  these 
masses  were  painless,  nontender,  hard  and  movable. 

The  laboratory  data  obtained  showed:  hemo- 
globin 11.9  gms.,  WBC-3,  170  with  64  segmented, 
32  lymphocytes,  2 monocytes,  2 eosinophiles,  plate- 
lets count  of  178,000,  U/A,  SMA-12,  serum  creatini- 
ne, alkaline  and  acid  phosphatase,  FT,  PTT,  Coombs 
direct  and  indirect  were  all  normal;  upper  and  lower 
gastrointestinal  radiopaque  series,  barium  enema,  IVP, 
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Figure  3:  A low  power  microphotograph  depicts 
the  classical  elements  of  benign  lymphoproliferative 
lesion  of  the  parotid  gland.  The  epimyoepithelial  is- 
land and  inflammatory  infiltrate  are  conspicuous.  At 
the  right,  there  are  multiple  acini  with  zymogen  granu- 
les and  duct.  However,  the  inflammatory  cells  do  not 
distort  but  compress  the  architecture. 


chest  x-rays,  skeletal  survey  were  all  normal;  liver  and 
spleen  scan  with  Technetium  99m  was  compatible 
with  a diffuse  moderate  hepatosplenomegalv,  Gal- 
lium 67  scan  showed  abnormal  concentration  of  the 
radioiosotope  in  various  sites  of  the  head,  neck  and 
left  supraclavicular  areas;  sigmoidoscopy  was  unre- 
markable as  well  as  the  Schirmer’s  test.  The  patho- 
logical result  can  be  summarized  as  follows:  bone 
marrow  was  abnormal  due  to  several  foci  of  lympho- 
cytes (some  blasts)  scattered  throughout  otherwise 
normal  tissue;  lymph  node  imprint  was  compatible 
with  a well  differentiated  lymphocytic  lymphosar- 
coma tvpe  II  which  on  cytochemical  studies  was  ne- 
gative for  Periodic  Acid-Schiff  (PAS),  Sudan  Black 
(SB),  and  nonspecific  esterase  stains.  A review  of 
the  parotid  tissue  removed  in  April  1976  was  com- 
patible with  a benign  lymphoproliferative  lesion  of 
the  parotid  glands  (Figure  3);  biopsy  of  the  left  paro- 
tid gland,  left  supraclavicular  node  and  left  retroau- 
ricular  node  were  compatible  with  a poorly  differen- 


Figure 4:  The  parotid  gland  is  largely  replaced  by 
a proliferation  of  lymphocytes  adopting  in  some  areas 
a nodular  pattern  but,  in  others,  as  the  one  depicted 
above,  extending  in  a diffuse  growth. 


tiated  lymphocytic  lymphoma  (Figure  4). 

The  immunobiological  prophile  was  as  follows: 
serum  electrophoresis  showed  hypogammaglobulinemia; 
skin  tests  were  negative  for  LB.,  Candida,  Dinitrochloro- 
benzene  (DNCB),  and  Streptokinase;  lymphocyte 
culture  responded  adequately  when  stimulated  with 
phytohemaglutinin  (PHA);  ANA.  LE  prep.,  serum  C-3 
complement  levels  and  Rheumatoid  factor  titers  were 
normal  or  absent. 

After  the  diagnosis  was  made,  the  patient  was 
started  on  Oncovin,  Cyclophosphamide  and  Prednisone 
with  complete  remission  of  all  the  lesions  after  12  bi- 
monthly courses  of  therapy  (Figure  5).  The  patient 
received  one  year  of  chemotherapy  and  has  remained 
asymptomatic. 

Discussion 

The  Benign  Lymphoproliferative  Lesion 
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Figure  5:  Post  therapy.  Notice  normal  sized  sublin- 
gual glands. 


of  the  Parotid  Gland  (Mikulicz’s  Disease,  God- 
win Tumour)  has  been  considered  to  be  asso- 
ciated to  infectious  agents  (19),  to  be  a non- 
specific inflammatory  reaction  (2,  6,  12,  18), 
an  autoimmune  disorder  (13,  14,  16,  20)  and/or 
premalignant  or  malignant  lesion  (1,  7,  9,  15). 

Since  Morgan  (13)  and  later  Font  (5)  sug- 
gested the  association  of  this  entity  with  Sjo- 
gren’s, a more  realistic  approach  to  this  disorder 
has  been  established.  Mikulicz’s  Disease,  from  a 
clinical  standpoint,  is  more  frequent  in  adult 
women  (40  to  60  years  of  age),  and  is  charac- 
terized by  a chronic,  painless,  swelling  of  the 
salivary  and  lacrimal  glands.  The  histopatho- 
logical  substrate  is  described  as:  a diffuse  ex- 
tensive lymphoid  infiltration  of  the  glands  with 
reactive  centers  and  formation  of  epimyoepi- 
thelial  islands  resulting  in  diffuse  acinar  atro- 
phy without  proliferation  of  large  ducts.  The 
course  of  the  disorder  is  generally  benign  with 
periods  of  relapse  and  remissions.  Sometimes 
this  entity  has  been  associated  with  other  di- 


sorders such  as  Systemic  Lupus  Erythematosus 
(16),  Dermatomyositis,  Scleroderma,  Rheu- 
matoid Arthritis,  Raynaud’s  Phenomena  and 
Polymyositis  (13). 

It  is  infrequently  associated  to  malignant 
lymphomas  and  very  rarely  to  other  types  of 
neoplastic  disorders  (9,  15).  There  is  no  stan- 
dard therapy  but  steroids  have  proved  to  de- 
crease the  size  of  the  glands  impressively  fast. 
However  no  follow  up  clinical  studies  have  been 

published  concerning  therapy  with  Prednisone 
or  its  outcome.  Although  we  do  not  have  a 
clear  evidence  of  our  patient’s  immune  status 
when  she  first  developed  the  clinical  picture 
of  Mikulicz’s  Disease,  it  is  certain  that  when 
we  studied  her  she  was  immunologically  de- 
ficient as  shown  by  the  abnormal  T-cell  lym- 
phocyte response  plus  her  hypogamaglobu- 
linemia.  The  development  of  a benign  lym- 
phoproliferative  lesion  evolving  into  a malig- 
nant neoplasia  in  an  immunodeficient  host 
is  controversial.  This  association  between  im- 
munodeficiency states  and  the  higher  risk  of 
developing  neoplasias  has  been  extensively 
discussed  in  the  literature  since  the  pioneering 
studies  in  the  New  Zealand  Black  mice  by 
Bielschowsky  (3),  Holmes  (8),  Mellors  (10) 
and  several  human  examples  as  proposed  by 
other  investigators  (11,  15).  The  incidence 
of  malignant  transformation  in  Mikulicz’s 
Disease  is  not  known.  Of  the  multiple  reports 
of  this  entity  in  the  literature  only  few  are 
amenable  to  study  in  this  respect.  However, 
some  large  series  (2,  13,  14)  found  no  inci- 
dence of  malignancy  in  their  patients.  Of 
those  reported  cases  making  this  association, 
the  neoplasms  have  been  mainly  derived  from 
hematopoietic  elements  such  as  reticulum 
cell  sarcoma  (the  most  frequent),  Hodgkin’s 
disease,  thymomas,  chronic  lymphocytic  leu- 
kemia and  lymphocytic  lymphoma. 

Several  features  of  Mikulicz’s  Disease 
seems  to  be  an  index  to  suspect,  in  a particu- 
lar patient,  the  possibility  of  malignant  trans- 
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formation.  These  are:  decreased  or  absent 
rheumatoid  factors  titers,  leukopenia,  lym- 
phopenia, hypogammaglobulinemia,  and  he- 
patosplenomegaly.  This  profile  is  seen  in 
our  case. 

In  1970,  Doll  (4)  elaborates  on  the  theo- 
ry of  immunosurveillance  which  is  later  applied 
to  Mikulicz’s  Disease  by  Tatal  (19).  He  sug- 
gests that  an  unknown  chronic  (foreign  or 
autologous)  antigenic  stimuli  causes  an  inflam- 
matory reaction  in  the  glands  of  the  face  with 
infiltration  of  mature  B-cell  lymphocytes. 
Concomitantly,  plasma  cell  activity  increases 
and  multiple  circulating  tissue  antibodies  are 
produced.  A clone  of  affected  lymphoid  cells 
undergoes  excessive  profileration  giving  rise 
to  a malignant  transformation  in  the  immu- 
nologically  deficient  host.  When  this  activity 
involves  primitive  stem  cells  an  immunoblas- 
tic  sarcoma  ensues.  If  the  mutating  clone  is 
far  advanced  in  the  process  of  maturation, 
a malignant  lympnoproliferation  may  rise 
or  it  may  just  be  limited  to  extensive  produc- 
tion of  immunoglobulins  giving  the  picture 
of  macroglobulinemia. 

We  think  this  hypothesis  can  be  applied 
to  our  patient  where  the  development  of  a 
malignant  lymphoma  from  a benign  lympho- 
proliferative  lesion  occurs,  and  which  has 
responded  to  the  treatment  given. 

Conclusion 

We  have  presented  a case  of  faulty  im- 
munosurveillance in  a 47-year  old  female  pa- 
tient who  developed  the  Mikulicz’s  Disease,  a 
benign  lymphoproliferative  disorder,  followed 
by  a poorly  differentiated  lymphocytic  lym- 
phoma. It  was  observed  that  leukopenia,  lym- 
phopenia, hepatosplenomegaly,  hypogammaglo- 
bulinemia and  deficient  delayed  hypersensi- 
tivity reaction  in  this  patient  were  present  at 
the  time  the  lymphoma  was  diagnosed.  We 


suggest  that  these  parameters  be  studied  in 
patients  with  Mikulicz’s  Disease  so  that  an  early 
diagnosis  of  malignant  proliferation  is  done. 

There  is  no  specific  therapy  for  Miku- 
licz’s Disease.  Systemic  corticosteroids  are 
not  indicated  and  other  chemotherapeutical 
modalities  (immunosuppression)  should  be  li- 
mited to  patients  with  a proven  malignant 
process. 

Conclusion 

Presentamos  el  caso  de  una  paciente  de 
47  años  de  edad  con  un  defecto  en  inmuno- 
vigilancia  cuyo  cuadro  clínico  se  inició  con  la 
enfermedad  de  Mikulicz.  Posteriormente  la 
proliferación  benigna  fue  substituida  por  lin- 
foma  linfocítico  pobremente  diferenciado.  Pu- 
dimos constatar  una  serie  de  características 
que  ponían  de  relieve  el  estado  inmunodefi- 
ciente  de  la  paciente,  i.e.,  linfopenia,  leuco- 
penia,  hepatoesplenomegalia,  hipogamaglobu- 
linemia  y defectos  de  la  hipersensibiiidad  re- 
tardada. Se  revisó  la  literatura  pertinente.  Des- 
de el  punto  de  vista  terapéutico,  aconsejamos 
tratamiento  sintomático.  Costicosteroides  y 
los  agentes  inmunosupresores  no  están  indica- 
dos excepto  en  el  caso  de  que  haya  una  trans- 
formación maligna. 
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MYOCARDIAL  INFARCTION 
MORTALITY  IN  THE  1970’S 


Guillermo  Cintrón,  MD,  Esteban  Linares,  MD,  Edgardo  Hernández,  MD 

and  Juan  Aranda,  MD 


Summary:  The  purpose  of  this  study  was  to 
document  the  mortality  statistics,  mechanism 
of  death  and  defibrillation  experience  in  a mo- 
dern coronary  care  unit  (CCU).  All  the  CCU 
admissions  in  a 43-month  period  from  1974- 
1978  were  reviewed  in  retrospect.  Of  the  1200 
admissions  during  the  study  period  there  were 
448  (37  percent)  documented  acute  myocar- 
dial infarctions  (AMI).  Fourty  four  (10  per- 
cent) of  the  patients  with  AMI  needed  emer- 
gency electrical  cardioversion  for  life  threat- 
ening ventricular  arrythmias.  Fifteen  of  these 
forty-four  patients  survived  long  enough  to 
he  discharged  from  the  hospital  and  twelve 
of  these  survivors  were  alive  21  months  later. 

The  total  mortality  for  the  patients  with 
AMI  was  12  percent.  Cardiogenic  shock  was 
the  most  common  cause  of  death  and  intrac- 
table primary  ventricular  arrythmia  was  se- 
cond. Shock  or  primary  arrythmia  accounted 
for  75  percent  of  all  the  deaths.  Anterior 
wall  myocardial  infarction  and  intraventri- 
cular conduction  disturbances  were  seen  in 
over  half  of  the  patients  dying  of  AMI  regard- 
less of  the  mechanism  of  death.  Limitation 
of  infarct  size  and  better  arrythmia  control 
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should  decrease  the  mortatily  of  hospitalized 
patients  with  AMI. 

Resumen:  El  propósito  de  este  estudio  fue 

documentar  la  mortalidad,  causa  de  muerte  y 
resultado  de  defibrilación  en  una  unidad  co- 
ronariana  moderna.  De  448  pacientes  con 
infarto  agudo  (AMI)  admitidos  a la  unidad 
coronariana  (CCU)  del  Hospital  de  Veteranos 
en  1974-78,  44  (10  por  ciento)  necesitaron 
defibrilación  de  emergencia.  Quince  de  estos 
44  pacientes  fueron  dados  de  alta  del  hospital 
y doce  estaban  vivos  21  meses  después.  La 
mortalidad  en  los  pacientes  con  AMI  fue  12 
por  ciento.  La  causa  de  muerte  más  frecuen- 
te fue  choque  cardiogénico,  arritmias  ven- 
triculares  primarias  refractarias  fueron  la  se- 
gunda causa  de  muerte.  Choque  y arritmia 
fueron  la  causa  del  75  por  ciento  de  las  muer- 
tes. 

Más  de  la  mitad  de  los  pacientes  que  mu- 
rieron tenían  infarto  de  la  pared  anterior  con 
defectos  de  conducción  intraventricular. 

Un  mejor  control  de  arritmias  cardíacas 
y medidas  para  la  disminución  del  tamaño 
del  infarto  deben  disminuir  la  mortalidad  de 
los  pacientes  con  AMI  en  CCU. 


The  concept  of  the  coronary  care  unit 
was  introduced  in  the  early  1960 ’s  in  order 
to  decrease  the  mortality  of  acute  myocardial 
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Fig.  1 Legend: 

Results  of  emergency  defibrillation  in  acute  myocardial  infarction 
PATIENTS  FOR  THE  PERIOD  1974  - 1978. 

ADM  * ADMISSION  TO  CORONARY  CARE  UNIT  D “ DEAD 

Defib  * defibrillation  A * alive 

AMI  - ACUTE  MYOCARDIAL  INFARCTION 


infarction  (AMI)  (1).  The  purpose  of  the  co- 
ronary care  unit  is  to  concentrate  all  patients 
in  an  area  where  equipment  and  specially 
trained  personnel  are  available  to  deal  with 
complex,  life  threatening  cardiovascular  ca- 
tastrophes. In  1974  the  Puerto  Rico  Veterans 
Administration  Hospital  opened  a coronary 
care  unit.  This  brief  report  presents  the  re- 
sults of  our  defibrillation  experience  and  ana- 
lyzes the  mortality  statistics  for  the  first  1200 
admissions  to  the  Puerto  Rico  Veterans  Ad- 
ministration Hospital  Coronary  Care  Unit. 

Methods 

A 43-month  period  from  1974  to  1978  was 
reviewed  in  retrospect.  The  coronary  care  log  book 


was  used  for  number  of  admissions,  diagnosis,  out- 
come and  defibrillation  procedures.  All  available  re- 
cords of  the  patients  with  fatal  AMI  were  obtained 
and  reviewed.  The  diagnosis  of  AMI  was  established 
by  a clinical  picture  of  prolonged  ischemic  myocar- 
dial chest  pain  plus  the  usual  electrocardiographic 
and  enzymatic  criteria.  Patients  with  electrocardio- 
graphic criteria  for  right  bundle  branch  block,  left 
bundle  branch  block,  incomplete  right  bundle  branch 
block,  left  anterior  hemiblock,  and  left  posterior  he- 
miblock  were  classified  as  having  developed  intraven- 
tricular conduction  defect  (IVCD).  Patients  with 
AMI  who  died  with  the  clinical  and  hemodynamic 
picture  of  low  cardiac  output  were  classified  as  car- 
diogenic shock.  Arrythmic  death  was  defined  as  death 
due  to  arrythmias  or  conduction  disturbances  in  T.lie 
absence  of  cardiogenic  shock.  In  patients  with  fatal 
rupture  of  the  heart  or  pulmonary  emboli  the  diagnosis 
was  confirmed  by  autopsy. 
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Fig,  2 Legend: 

Mortality  statistics  and  cause  of  death  in  patients  with 
ACUTE  MYOCARDIAL  INFARCTION  1974  - 78. 


D * DEAD 
A = ALIVE 

NA  * NOT  AVAILABLE 
S - SHOCK 


Ar  = ARRYTHMIA 
R = RUPTURE 
PE  * PULMONARY  EMBOLI 
U - UNDETERMINED 


Results 

Defibrillation 

During  the  43-month  study  period  there 
were  1200  admissions  to  the  coronary  care  unit 
of  which  448  (37  percent)  were  proven  to  have 
an  AMI  and  752  (63  percent)  did  not.  (Figure 
1)  Of  the  448  admissions  with  proven  acute 
myocardial  infarction  44  (10  percent)  needed 
emergency  electrical  cardioversion  for  either 
ventricular  tachycardia  or  ventricular  fibrilla- 
tion. Of  these  44  patients,  29  (66  percent) 
died  in  the  coronary  care  unit  and  15  (34  per- 
cent) survived  long  enough  to  be  discharged 


home.  On  follow-up  of  the  15  defibrillation 
survivors  3 had  died  within  one  year  of  dis- 
charge of  probable  cardiac  causes  and  12  were 
judged  to  be  long-term  survivors  with  a mean 
survival  time  of  21  months.  (7-41  mos). 

Mortality 

Fifty  four  (12  percent)  of  the  448  patients 
with  acute  myocardial  infarction  died  during 
the  coronary  care  unit  stay  (Figure  2).  The 
records  of  ten  patients  were  not  available 
and  the  44  remaining  records  were  reviewed. 
Post  mortem  studies  were  obtained  in  27  (60 
percent)  of  the  44  patients  reviewed. 
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□ IVCD 

Fig.  3 Legend: 

Location  of  infarct  and  incidence  of  intraventricular  conduction 

DEFECT  IN  PATIENTS  DYING  OF  ACUTE  MYOCARDIAL  INFARCTION. 

LAT  = LATERAL  ANT  = ANTERIOR 

Inf  = INFERIOR  IVCD  = INTRAVENTRICULAR  conduction 

DEFECT 


The  mean  age  of  the  patients  with  fatal 
AMI  was  63  with  a range  of  39  to  87  years 
old.  The  most  common  cause  of  death  was 
cardiogenic  shock  which  was  present  in  21 
of  the  44  deaths  reviewed.  Intractable  pri- 
mary ventricular  arrythmia  was  the  cause  of 
death  in  13  patients.  Cardiogenic  shock  and 
intractable  arrythmia  accounted  for  75  per- 
cent of  all  the  deaths.  Next  in  frequency  were 
perforation  of  the  heart  in  6 patients  and  pul- 
monary emboli  in  one  patient.  In  three  cases 
death  was  sudden  and  unexpected  with  asys- 
tole as  the  final  mechanism.  Autopsy  was  not 
obtained  in  these  three  patients. 

Type  of  myocardial  infarction  and  intraven- 
tricular defect 


Of  the  44  AMI  deaths  reviewed,  30  were 
anterior  wall  myocardial  infarction,  13  were 
inferior  wall  myocardial  infarction  and  one  was 
a lateral  myocardial  infarction  (Figure  3). 
Eighteen  of  the  30  patients  with  anterior  myo- 
cardial infarction  who  died  had  IVCD  and  5 
of  the  13  patients  with  inferior  wall  myocardial 
infarction  who  died  had  IVCD.  Of  the  21  pa- 
tients that  died  of  cardiogenic  shock  13  had  an 
intraventricular  conduction  defect  and  15  had 
anterior  wall  myocardial  infarction  (Figure  4). 
Of  the  13  patients  who  died  due  to  primary 
ventricular  arrythmia,  7 had  IVCD  and  anterior 
myocardial  infarction  was  present  in  8 patients 
(Figure  4).  The  most  common  fatal  arrythmia 
was  refractory  ventricular  fibrillation  which  was 
noted  in  6 patients.  Irreversible  asystole  which 
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Fig.  4 Legend: 

Incidence  of  anterior  MI  and  intraventricular  conduction  defects 

IN  PATIENTS  DYING  OF  SHOCK  OR  ARRYTHMIA  DUE  TO  ACUTE  MYOCARDIAL 
INFARCTION. 


^ANTERIOR  WALL  MYOCARDIAL  INFARCT 
fv5]  INTRAVENTRICULAR  CONDUCTION  DEFECT 


was  seen  in  5 patients  was  the  next  most  com- 
mon fatal  arrythmia  and  one  patient  died  due 
to  recurrent  ventricular  tachycardia. 

Six  of  the  44  patients  reviewed  (14  per- 
cent) died  due  to  necropsy-proven  rupture 
of  the  heart.  Three  of  these  patients  had  an- 
terior wall  myocardial  infarction  and  three 
had  an  inferior  wall  myocardial  infarction. 
Of  the  patients  with  inferior  wall  myocardial 
infarction  and  rupture  of  the  heart,  one  had 
intraventricular  septum  rupture,  one  had  papi- 
llary muscle  rupture  and  one  had  rupture  of 
the  free  wall  of  the  left  ventricle.  All  3 pa- 
tients with  anterior  wall  myocardial  infarction 
and  rupture  of  the  heart  had  perforation  of  the 
free  wall  of  the  left  ventricle. 


Discussion 

The  main  goal  for  the  establishment  of 
coronary  care  units  was  to  decrease  the  mor- 
tality in  patients  with  acute  myocardial  in- 
farction. The  mortality  of  acute  myocardial 
infarction  in  the  decade  preceding  the  insti- 
tution of  coronary  intensive  care  units  was 
about  30  percent  both  in  the  continental  Uni- 
ted States  and  in  our  own  environment  (2,  3). 
Mortality  figures  from  our  hospital  for  the 
1964-68  period  show  a 22  percent  hospital 

mortality  in  patients  with  acute  myocardial 
infarction.  Present  day  hospital  mortality 
in  this  and  other  institutions  ranges  from  10- 
15  percent  (2,  4).  This  decrease  in  mortality 
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probably  reflects  the  effect  of  electrocardio- 
graphic monitoring,  aggressive  antiarrythmic 
therapy  and  early  recognition  and  management 
of  left  ventricular  failure  in  these  patients. 

Our  results  show  that  one  third  of  pa- 
tients with  AMI  and  lethal  ventricular  arryth- 
mias  in  the  absence  of  cardiogenic  shock  will 
survive  the  hospitalization  and  approximately 
one  fourth  will  become  long-term  survivors. 
Prior  to  the  development  of  the  coronary 
care  unit  very  likely  they  would  have  died. 
The  present  day  mortality  of  acute  myocar- 
dial infarction  is  still  a serious  problem  since 
around  one  in  seven  or  one  in  ten  patients 
with  acute  myocardial  infarction  that  reaches 
a coronary  care  unit  alive  will  die  there.  To 
further  decrease  this  mortality  bigger  inroads 
must  be  made  into  the  main  causes  of  death. 
The  figures  we  have  obtained  show  that  car- 
diogenic shock  and  intractable  ventricular 
arrythmias  account  for  three-fourths  of  deaths 
in  our  coronary  care  unit. 

Cardiogenic  shock  is  seen  in  acute  myo- 
cardial infarction  when  40  percent  or  more 
of  the  left  ventricle  has  been  rendered  inac- 
tive or  destroyed  (5).  Once  this  happens  mor- 
tality remains  very  high  regardless  of  the  treat- 
ment used  unless  reversible  myocardial  dys- 
function or  mechanical  problems  are  present 
and  surgical  intervention  is  feasible.  The  inci- 
dence and  severity  of  arrythmias  in  coronary 
disease  have  shown  correlation  with  severity 
of  myocardial  dysfunction,  the  severity  of  the 
coronary  vascular  lesions,  and  the  persistence 
of  active  ischemic  areas  (6).  Thus  a patient 
with  severe  coronary  disease,  a large  infarct 
and  left  ventricular  dysfunction  will  have  a 
higher  incidence  of  intractable  ventricular 
arrythmias. 

It  is  not  surprising  that  our  figures  show 
that  anterior  wall  myocardial  infarction  with 
intraventricular  conduction  defects  carry  a 
poor  prognosis.  Anterior  infarcts  with  con- 


duction defects  are  associated  with  vascular 
disease  involving  the  left  anterior  descending 
coronary  artery  which  supplies  a large  mass 
of  myocardial  tissue.  Even  when  pacemaker 
therapy  is  instituted  in  patients  with  advanced 
intraventricular  conduction  disease  and  acute 
anterior  myocardial  infarction  the  mortality 
remains  very  high.  The  usual  cause  of  death 
in  these  cases  is  cardiogenic  shock. 

The  low  incidence  of  fatal  pulmonary 
emboli  in  our  group  of  patients  probably  reflects 
•the  effects  of  early  ambulation  and  passive 
exercises,  since  we  do  not  routinely  anticoa- 
gulate patients  with  uncomplicated  AMI. 

The  present  coronary  care  units  have 
fulfilled  their  original  mission.  Mortality  in 
myocardial  infarction  has  decreased  by  the 
effect  of  timely  intervention  in  patients  with 
lethal  arrythmias.  At  the  present  time  some 
controversy  exists  as  to  the  benefits  of  coro- 
nary care  units,  however,  the  subgroup  of 
patients  with  complicated  AMI  will  benefit 
from  intensive  coronary  care.  Limitation  of 
infarct  size  and  better  arrythmia  control  seem 
to  be  the  next  steps  in  decreasing  mortality 
within  the  coronary  care  unit. 
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SYSTEMIC  ECZEMATOUS  CONTACT  DERMATITIS 
DUE  TO  THE  ETHYLENEDIAMINE  FRACTION  OF 
AMINOPHYLLINE 

Miguel  Vázquez  Botet,  MD 


Summary:  Allergic  contact  dermatitis  is  a 

delayed  immunological  reaction  mediated  by 
“T”  lymphocytes  and  caused  by  external  ex- 
posure of  the  skin  to  a sensitizing  substance. 
Occasionally,  however  in  externally  sensitized 
individuals  a systemically  administered  drug 
may  reach  the  skin  and  produce  a systemic 
eczematous  contact  dermatitis. 

This  report  concerns  a woman  who  de- 
veloped sensitivity  to  ethylenediamine  presu- 
mably after  the  topical  use  of  an  ethylene- 
diamine-containing  cream  (Mycolog)  and  who 
subsequently  developed  a bilateral  vesicular 
eruption  on  the  arms  and  hands  after  systemic 
administration  of  aminophylline,  which  is  a 
combination  of  theophylline  and  ethylenedia- 
mine. 

Ethylenediamine  is  one  of  the  most  com- 
mon skin  sensitizers.  Since  the  vast  majority 
of  patients  have  become  sensitized  through 
the  use  of  Mycolog  cream,  it  is  wise  to  use 
this  preparation  carefully  in  the  management 
of  skin  disorders.  Mycolog  Ointment,  unlike 
the  cream,  is  free  of  ethylenediamine. 

Resumen:  La  dermatitis  alérgica  por  con- 

tacto es  una  reacción  inmunológica  de  tipo 
tardío  mediada  por  linfocitos  “T”  y causada 
por  el  contacto  de  sustancias  sensitizantes 
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en  la  piel.  Ocasionalmente,  en  individuos 
ya  sensibilizados,  un  medicamento  adminis- 
trado por  vía  sistémica  puede  llegar  a la  piel 
y producir  una  dermatitis  por  contacto  de 
tipo  sistémico. 

Este  reporte  trata  de  una  mujer  que  de- 
sarrolla sensitividad  al  etilenodiamina  pre- 
sumiblemente mediante  el  uso  de  una  crema 
que  contiene  esta  sustancia  (Mycolog).  Al 
administrársele  aminofilina  por  vía  intrave- 
nosa, que  es  una  combinación  de  teofilina  y 
etilenodiamina,  desarrolla  una  erupción  vesi- 
cular bilateral  en  manos  y brazos. 

El  etilenodiamina  es  uno  de  los  sensiti- 
zantes cutáneos  más  comunes.  Ya  que  la  ma- 
yoría de  los  pacientes  se  sensitizan  a través 
del  uso  de  la  crema  Mycolog,  ésta  debe  usarse 
cuidadosamente  en  el  manejo  de  enfermeda- 
des de  la  piel.  El  ungüento  Mycolog,  en  con- 
traste a la  crema,  no  contiene  etilenodiamina. 

Drug  eruptions  are  unwanted  and  un- 
intended cutaneous  or  mucocutaneous  reac- 
tions which  occur  upon  the  administration 
of  any  diagnostic  or  therapeutic  agent  reach- 
ing the  skin  through  the  general  circulation 
and  which  are  not  characteristic  of  the  de- 
sired pharmacodynamic  effects  of  the  drug. 
The  pathogenetic  mechanism  of  most  drug 
eruptions  is  still  not  completely  understood, 
however,  allergic  mechanisms  have  been  clear- 
ly demonstrated  in  several  instances,  namely: 
in  penicillin  allergy  (1),  photoallergic  drug 
reactions  (2)  and  systemic  eczematous  con- 
tact dermatitis  (3),  to  mention  some. 
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Allergic  contact  dermatitis  is  a type  IV 
delayed  immunological  reaction  mediated  by 
“T”  lymphocytes  caused  by  external  expo- 
sure of  the  skin  to  a substance  resulting  in 
either  acute,  subacute,  or  chronic  contact 
dermatitis.  Occasionally,  however,  in  sensi- 
tized individuals  a systemically  administered 
drug  may  reach  the  skin  via  the  circulatory 
system  and  produce  a hematogenous  contact- 
type  of  dermatitis  medicamentosa  (3). 

In  the  present  communication,  the  case 
of  a woman  who  developed  a vesicular  syme- 
trical  eruption  on  the  hands  and  forearms 
after  intravenous  aminophylline  therapy  is 
presented.  Patch  tests  after  48  hours  were 
positive  for  ethylenediamine  and  aminophy- 
lline. The  relevance  of  these  findings  are  dis- 
cussed in  relation  to  the  presenting  clinical 
picture  and  its  pathogenesis. 

Case  Report 

A 57-year  old  female  was  referred  to  the  Der- 
matology Clinics  of  the  University  District  Hospital 
after  developing  a bilateral,  pruritic,  vesicular  erup- 
tion on  the  arms  and  hands.  Two  days  before,  she 
was  seen  at  a local  dispensary  complaining  of  fever, 
malaise,  cough  and  sore  throat.  A diagnosis  of  in- 
fectious bronchitis  was  established  and  was  treated 
with  ampicillin,  diphenhydramine  and  intrave- 
nous aminophylline.  The  patient  could  not  esta- 
blish specific  relationship  in  time  between  the  time 
of  use  of  the  medications  and  the  appearance  of  her 
skin  condition,  but  different  penicillins  and  antihis- 
tamines (including  diphenhydramine)  had  been  used 
in  the  past  with  no  side  effects.  This  was  the  first  ins- 
tance she  received  aminophylline.  She  was  a house- 
wife and  never  had  industrial  exposure  to  medications. 
There  was  no  history  of  a previous  skin  disorder  of 
this  severity  involving  the  hands  and  arms  simulta- 
neously. She  claimed  to  have  used  Mycolog  cream 
for  “small  blisters  and  scaly  lesions”  which  occasiona- 
lly appeared  mainly  on  the  distal  portion  of  the  fin- 


gers of  both  hands  and  less  often  on  the  palms.  The 
last  time  the  cream  was  used  was  several  months  be- 
fore. 

When  seen  at  the  clinic,  she  had  recovered  from 
her  respiratory  disease  and  still  was  using  ampicillin 
and  diphenhydramine.  She  presented  crusted,  oozing 
scaly  plaques  with  some  vesicles  bilaterally  on  the 
fingers,  dorsa  of  the  hands,  wrists  and  scattered  le- 
sions over  the  flexor  and  extensor  areas  of  both  fore- 
arms. The  palms  were  the  areas  less  affected  by  the 
skin  process.  Based  on  the  history  and  physical  find- 
ings, the  provisional  clinical  diagnosis  of  systemic 
eczematous  contact  dermatitis  possibly  due  to  the 
ethylenediamine  fraction  of  aminophylline  was  es- 
tablished. She  was  treated  with  local  compresses  of 
aluminum  acetate,  prednisone  in  a dose  of  30  mg  daily 
and  topical  steroids  with  eventual  clearing  of  the  skin 
lesions  in  about  a week. 

Three  weeks  later,  patch  tests  were  performed 
in  the  routine  fashion  using  a Standard  Patch  Test  Tray 
(Johnson  and  Johnson).  Two  days  later  (48  hours) 
the  patch  tests  were  removed  and  read.  All  substances 
gave  negative  results  except  for  ethylenediamine  which 
showed  a 4+  reaction  with  erythema,  edema,  papules 
and  vesicles  on  the  tested  area  (Table  I).  Among  the 
medications  previously  used,  aminophylline  and  My- 
colog cream  are  known  to  have  ethylenediamine.  Patch 
tests  were  then  performed  using  ethylenediamine,  My- 
colog cream,  theophylline,  aminophylline,  ampicillin  and 
diphenhydramine.  The  following  were  the  results: 


Ethylenediamine  HCL  1 percent  4+ 

Aminophylline,  as  is  3+ 

Mycolog  cream  0 

Theophylline,  as  is  0 

Ampicillin  5 percent  aq.  sol 0 

Diphenhydramine  HCL,  as  is  0 


A diagnosis  of  systemic  eczematous  contact  der- 
matitis due  to  the  ethylenediamine  fraction  ot  amino- 
phylline was  established  based  on  the  following:  cli- 
nical skin  findings  compatible  with  contact  dermatitis 
after  recent  exposure  to  intravenous  aminophylline; 
prior  exposure  to  ethylenediamine  through  the  use  of 
Mycolog  cream;  positive  patch  test  results  to  ethy- 
lenediamine and  aminophylline;  and  negative  tests 
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TABLE  I 


Screening  Patch  Test  Series  Reaction 

Nickel  Sulfate  2.5  percent  aqueous  0 

Ethylenediamine  1 percent  +4 

Paraphenylenediamine  1 percent  0 

Benzocaine  5 percent  0 

Paraben  mixture  15  percent  0 

Thimerosal . 1 percent  0 

Ammoniated  mercury  1 percent  0 

Lanolin  (natural)  0 

Formaldehyde  2 percent  aqueous  0 

Mercaptobenzothiazole  2 percent  0 

Tetramethylthiuram  disulfide  2 percent  0 

Potassium  dichromate  .025  percent  aqueous  0 

Turpentine  10  percent  0 

Neomycin  sulfate  20  percent  0 


to  the  other  drugs  used  by  the  patient.  Proper  ins- 
tructions were  given  to  the  patient  to  avoid  exposure 
and  use  of  ethylenediamine  containing  topical,  oph- 
thalmic, systemic  and  industrial  substances. 

In  a follow-up  visit,  the  patient  remains  asymp- 
tomatic and  free  of  skin  lesions. 

Comments 

Ethylenediamine  is  a common  industrial 
agent  used  as  a dibasic  stabilizer  in  many  dyes, 
fungicides,  synthetic  waxes,  insecticides,  resins, 
and  asphalt- wetting  agents  (4).  Its  dibasic  na- 
ture is  utilized  for  neutralizing  acidity  of  oils, 


preparing  casein  and  shellac  solutions,  stabi- 
lizing rubber  latex,  inhibiting  corrosion,  or 
controlling  alkalinity.  Medical  sources  of 
ethylenediamine  include  various  topical,  oph- 
thalmic and  systemic  medications  (5).  It  is 
used  as  a stabilizer  in  a cream  composed  of 
triamcinolone  acetonide,  neomycin  sulfate, 
gramicidin,  and  nystatin  (Mycolog);  is  a cons- 
tituent of  aminophylline  (a  combination  of 
85  percent  theophylline  and  15  percent  ethy- 
lenediamine hydrochloride)  and  is  the  parent 
substance  of  certain  antihistamines  present  in 
topical  medications  (Pyribenzamine,  Surfadil, 
Allergen  and  Phenergan  Creams)  as  well  as  in 
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tablets  (Pyribenzamine,  Tagathen,  Antistine 
and  Pyma). 

Ethylenediamine  has  been  demonstrated 
to  be  a fairly  potent  sensitizer  and  inducer  of 
contact  dermatitis.  In  a study  of  100  patients 
suspected  of  having  allergic  eczematous  con- 
tact dermatitis  due  to  topically  administered 
medications,  it  was  the  most  potent  sensitizer, 
accounting  for  18  of  40  reactions  (6).  Twelve 
of  the  18  patients  had  used  Mycolog  cream 
prior  to  testing  and  presumably  were  sensitized 
to  ethylenediamine  hydrochloride  as  a result. 
Another  study  (7)  documented  that  patients 
allergic  to  ethylenediamine  frequently  have 
false  negative  patch  tests  to  the  ethylenedia- 
mine-containing  preparation.  Adequate  patch 
testing  requires  1 percent  concentration  of 
ethylenediamine,  approximately  5 times  that 
found  in  Mycolog  cream  which  is  0.18  percent. 

In  sensitized  individuals,  a systemically 
administered  drug  may  reach  the  skin  via  the 
circulatory  system  and  produce  a hematogenous 
contact-type  of  dermatitis  medicamentosa  (5). 
Although  the  eczematous  condition  is  produced 
by  systemic  administration,  the  first  sensitizing 
exposure  to  the  drug  is  usually  by  topical  ap- 
plication. Topically  applied  ethylenediamine, 
penicillin,  sulfonamides,  certain  broad  spectrum 
antibiotics,  antihistamines,  local  anesthetics, 
mercurials,  chloral  hydrate,  resorcin  and  quinine 
may  sensitize  the  skin  and  subsequently  produce 
an  eczematous  contact-type  dermatitis  upon 
systemic  administration.  Provost  and  Jillson 
(8)  found  that  systemically  administered  amino- 
phylline  could  lead  to  exacerbations  of  eczema- 
tous eruptions  in  patients  with  ethylenediamine 
sensitivity  induced  by  Mycolog  cream.  More  re- 
cently, Petrozzi  and  Shore  (9)  reported  the  case 
of  a man  who  had  prior  history  of  contact  der- 
matitis to  Mycolog  cream  in  whom  a genera- 
lized exfoliative  dermatitis  developed  while  he 
was  receiving  aminophylline  suppositories.  Sen- 
sitization to  ethylenediamine  may  rarely  follow 
exposure  to  aminophylline.  This  was  parti- 


cularly true  in  the  past  when  pharmacists  pre- 
pared aminophylline  medications  by  hand 
(4,10). 

In  view  of  this,  certain  facts  must  be  taken 
into  consideration  by  the  practitioner  when 
an  asthmatic  patient  becomes  sensitized  to 
ethylenediamine.  Certainly,  all  preparations 
containing  ethylenediamine  must  be  avoided. 
Although  there  are  many  theophylline  medi- 
cations without  ethylenediamine  that  can  be 
given  orally,  there  are  no  injectable  theophy- 
lline preparations  available  without  ethylene- 
diamine (5). 

The  case  presented  illustrates  certain  im- 
portant aspects  of  contact  dermatitis  and  in 
particular  of  ethylenediamine  contact  sensi- 
tivity. Although  there  was  no  prior  history 
of  skin  lesions  due  to  contact  dermatitis,  pre- 
sumably the  patient  was  sensitized  through 
the  use  of  Mycolog  cream.  After  systemic 
aminophylline  administration,  signs  of  der- 
matitis developed  on  the  hands  where  the 
cream  was  used  and  also  on  some  areas  of 
the  arms  where  there  was  no  previous  cuta- 
neous exposure.  The  palms  were  relatively 
spared  and  are  known  to  be  resistant  for  this 
type  of  clinical  disease  due  to  its  increased 
thickness  of  the  stratum  corneum.  Patch 
tests  were  negative  to  Mycolog  cream  due  to 
its  corticosteroid  suppressing  effect,  but  po- 
sitive to  ethylenediamine  1 percent  and  ami- 
nophylline (7).  The  case  also  emphasizes 
the  value  of  the  screening  patch  test  series 
in  elucidating  specific  allergens  in  the  diag- 
nosis of  allergic  contact  dermatitis. 

Ethylenediamine  is  a strong  sensitizer 
present  among  the  group  of  chemicals  which 
most  commonly  cause  allergic  contact  der- 
matitis (3-5,  7-11).  Since  the  vast  majority 
of  patients  allergic  to  ethylenediamine  have 
become  sensitized  through  the  use  of  My- 
colog cream,  it  is  wise  to  use  this  preparation 
carefully  in  the  management  of  skin  disorders. 
Neomycin,  methylparaben,  propylparaben,  nys- 
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tatin  and  the  fragance  present  in  the  cream  may 
also  cause  allergic  reactions  (12-14).  Mycolog 
ointment,  unlike  the  cream,  is  free  of  ethylene- 
diamine. 


Nonproprietary  Names  and  Trademarks  of  Drugs 

Nystatin,  Neomycin  Sullate,  Gramicidin,  Triamcino- 
lone Acetonide  - Mycolog  Cream  and  Ointment. 

Ampicillin  sodium  - Alpen-N,  Amcill-S,  Omnipen-N, 
Principen/N.  Pensyn,  Penbritin,  Totacillin. 

Diphenhydramine  Hydrochloride  - Benadrvl. 
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What  is  Geriatric  Medicine? 

A common  definition  of  Geriatric  Me- 
dicine is  “that  branch  of  Medicine  concerned 
with  the  physical,  psychological  and  social  as- 
pect of  old  age”  (1)  Aging  has  been  defined 
as  the  progressive  loss  of  physiological  capa- 
cities or  function  in  an  organism  resulting 
in  an  increased  probability  of  death.  (2)  The 
theories  which  attempt  to  elucidate  the  me- 
chanism of  aging  and  consequent  age  depen- 
dent pathology  are  as  plentiful  and  fascinating 
as  the  truth  is  elusive.  (2) 

The  arbitrarines  of  defining  “aged”  as  65 
or  older  is  shown  by  the  prevalence  of  chronic 
disabling  disease  in  the  younger  population;  22 
percent  of  the  45  to  64  and  9 percent  of  the 
17  to  44  age  groups.  (3)  Long  term  illnesses 
are  common  in  the  aged  and  are  characterized 
by  being  permanent,  leaving  residual  disability. 
The  changes  that  occur  in  the  cells,  tissues  and 
organs  may  be  irreversible,  recurrences  and  re- 
missions occur  in  weeks,  months  or  years,  re- 
quiring specialized  care.  (4) 

There  is  an  additional  aspect  of  the  care 
of  the  aged  which  although  not  purely  clinical 
ought  to  be  fully  understood  by  their  doctors. 
This  is  the  combination  of  psychological  and 
social  handicaps  that  is  part  of  being  old  in 
America  today.  Our  culture  is  youth  oriented 
and  we  find  it  easy  to  ignore  the  plight  of  the 
elderly.  Older  citizens  have  had  to  retire  from 
their  lives’  work  whether  it  be  bringing  up  a fa- 
mily or  earning  an  income.  They  must  cope 
with  gradual  loss  of  strength  and  diminishing 
acuity  of  memory,  sight  and  hearing.  They  may 
have  been  bereaved  by  loss  of  spouse,  may  be 
unable  to  move  about  the  community  and  may 


depend  on  others  for  transportation  or  shop- 
ping. The  retirement  incomes  too,  often  falls 
behind  the  pace  of  rising  costs.  These  things 
should  be  taken  into  consideration  in  the  medi- 
cal management.  Doctors  in  training  need  only 
be  reminded  of  such  matters.  They  also  need  a 
working  knowledge  of  the  kinds  of  assistance 
for  which  the  elderly  patient  may  be  eligible.  (5) 
Although  the  need  for  improvement  in 
the  knowledge  of  aging  and  the  care  of  the  aged 
is  great,  it  is  encouraging  to  find  that  interest 
in  aging  and  the  aged  is  increasing  in  medical 
schools,  university  and  professional  societies 
as  well  as  society  at  large.  The  efforts  of  those 
already  active  in  the  field,  in  addition  to  the 
positive  reception  by  those  who  had  not  been 
previously  aware  of  the  issues,  leads  the  Amer- 
ican Geriatric  Society  (AGS)  to  reject  the 
development  of  crash  programs.  Instead  the 
AGS  believes  that  prudent  steps  of  the  type 
recommended  here  will  provide  the  basis  for 
meeting  the  health  care  needs  of  the  growing 
elderly  population.  The  AGS  recommends 
that  medical  schools  include  appropriate  con- 
tent on  aging  in  basic  and  clinical  science  cour- 
ses and  favors  the  establishment  of  compli- 
mentary required  courses  that  integrate  know- 
ledge about  aging  and  the  problems  of  the  el- 
derly. (6) 

There  is  much  that  can  be  done  by  the 
county  and  state  medical  societies  to  promote 
the  welfare  of  the  aged  patient.  As  extended 
care  facilities  increase  their  role  in  providing 
care  of  the  elderly,  it  may  be  necessary  for  or- 
ganized medicine  to  speak  up  for  the  preser- 
vation of  the  patient  physician  relationship 
and  for  the  maintenance  of  the  proper  stan- 
dards of  care  and  professional  relationships. 
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Other  areas  of  potential  activities  for  the  AGS 
committee  of  aging  may  be  promotion  of  le- 
gislation which  benefits  the  elderly,  initiation 
of  material  for  patient  education,  as  well  as 
the  development  of  the  professional  educa- 
tional program  in  Geriatrics.  (7)  As  Robert  N. 
Butler,  MD,  Director  of  the  National  Institute 
of  Medicine  (8)  reminds  us  in  Medicine  and  Pu- 
blic Issues,  Geriatrics  and  Internal  Medicine 
in  the  Annals  of  Internal  Medicine  of  December 
1979  that  the  old  must  be  viewed  as  a valuable 
National  Resource  with  capacities  for  com- 
pensation, correction  and  rehabilitation  rather 
than  as  objects  evoking  therapeutic  despair 
and  nihilism.  The  dramatic  cures  of  youth  and 
sometimes  middle  age  more  frequently  elude 
the  physician  treating  the  elderly  patient.  The 
prime  forces  of  attrition  in  old  age  do  con- 
tinue unabated  even  though  the  physician 
has  applied  the  most  effective  diagnostic  acumen 
and  therapeutic  advances  known.  Yet  we  may 
appreciate  the  great  satisfaction  that  comes 
from  restoring  older  patients  to  sufficient 
well  being  to  make  possible  a change  for  them 
from  institutional  care  to  self  care  at  home. 

The  program  of  the  61st  Annual  Session 
of  the  American  College  of  Physicians  at  New 
Orleans  in  April  21-24,  1980  will  be  dedicated 
to  the  basic  aspects  of  aging.  One  of  the  great 
tributes  to  the  remarkable  social  and  medical 


advances  of  current  century  is  our  rapidly  ex- 
panding population  of  elderly  citizens. 

At  present  the  American  Geriatric  So- 
ciety, the  American  Board  of  Internal  Medi- 
cine and  the  Institute  of  Medicine  Committee 
recommends  against  the  establishment  of  a 
formal  practice  specialty  in  Geriatrics  but  fa- 
vors the  recognition  of  Geriatric  Medicine 
as  an  academic  discipline  within  the  existing 
primary  care  medical  specialties. 
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EDITORIAL 


ESTADO  ACTUAL  DEL  TRATAMIENTO  DE  LAS 
HIPERLIPOPROTEINEMIAS 


A pesar  de  que  por  muchos  años  tanto  médicos  como  pacientes  se  preocupaban  por  los  ni- 
veles altos  del  colesterol  y otros  lipidos  sanguíneos,  es  solo  después  del  trabajo  monumental  de  Fre- 
derickson  y colaboradores  en  1965  (1)  que  se  obtiene  un  enfoque  razonable  y organizado  de  dichas 
elevaciones.  Estos  investigadores  identificaron  y Separaron  cuatro  grupos  distintos  de  lipoproteínas 
de  acuerdo  con  su  composición  química,  su  desplazamiento  en  la  ultracentrífuga  y sus  propiedades 
electroforéticas.  Basándose  en  elevaciones  de  uno  o más  grupos  de  liproproteínas  establecieron 
una  clasificación  de  hiperlipoproteinemias  en  5 tipos  identificados  por  números  romanos. 

La  presunción  inicial  era  que  cada  uno  de  estos  tipos  representaba  una  enfermedad  diferente 
y que  su  identificación  era  necesaria  para  poder  aplicar  el  tratamiento  adecuado.  A tal  efecto,  y 
como  los  procedimientos  de  ultracentrifugación  y electroforesis  no  se  habían  generalizado  lo  su- 
ficiente como  para  que  fueran  accesibles  a cada  paciente  de  cada  médico,  se  diseñó  un  esquema  que 
permitía  clasificar  el  tipo  de  hiperlipoproteinemia  usando  tan  solo  los  niveles  de  colesterol  y glicé- 
ridos  séricos  determinados  corrientemente  en  muchos  laboratorios  y la  observación  del  plasma  del 
paciente  refrigerado  en  nevera  de  un  día  para  otro  (2).  Este  sistema  requería  electroforesis  solo 
para  identificar  con  certeza  el  tipo  III,  que  no  es  uno  de  los  más  comunes. 

Con  estudio  y experiencia  adicional,  pronto  se  notó,  sin  embargo,  que  los  llamados  tipos  de 
Frederickson  no  eran  hemogéneos.  El  tipo  II  hubo  que  desglosarlo  en  II  A y II  B,  cada  uno  con 
tratamiento  diferente.  Otras  heterogeneidades  surgieron  en  otros  grupos,  notables  en  la  forma  de 
herencia,  manifestaciones  clínicas,  fisiología  alterada  y respuesta  al  tratamiento.  La  tendencia  mo- 
derna es  apartarse  de  tratar  patrones  de  hiperlipidemia  y reclasificar  estos  estados  de  acuerdo  con 
la  patofisiología  presente  (Tabla  I)  (3,  4).  La  clasificación  de  Frederickson  todavía  está  en  uso, 
ya  que  sirve  de  guía  en  la  aplicación  de  tratamiento. 

Se  tratan  las  hiperlipoproteinemias  por  tres  razones  fundamentales  (5).  Primero,  se  sabe  que 
la  elevación  de  algunas  lipoproteínas  o combinaciones  de  lipoproteínas  aumenta  el  riesgo  de  desa- 
rrollar cardiopatía  coronaria.  Segundo,  algunas  hiperlipoproteinemias  van  asociadas  con  pancrea- 
titis aguda  que  produce  dolor  abdominal  fuerte  y puede  ser  severa  e incluso  mortal.  En  otros  casos 
hay  agrandamiento  del  hígado  y del  bazo,  lo  que  también  causa  dolor  abdominal.  Tercero,  se  tratan 
las  hiperlipoproteinemias  por  razones  cosméticas,  para  hacer  desaparecer  los  alarmantes  y desfigu- 
rantes xantomas,  ciertamente  razón  no  menos  importante  desde  el  punto  de  vista  del  paciente. 

El  primer  paso  en  el  tratamiento  de  la  hiperlipoproteinemia  es  determinar  si  es  primaria  o 
secundaria.  Si  el  paciente  padece  de  diabetes,  hipotiroidismo  , uremia,  lupus  sistémico,  mieloma, 
macroglobulinemia,  enfermedad  hepática,  anorexia  nervosa,  síndrome  nefrótico,  obesidad,  acro- 
megalia o alcoholismo,  el  tratamiento  va  dirigido  hacia  la  condición  que  está  produciendo  la  hiper- 
lipoproteinemia. Si  el  paciente  recibe  terapia  con  estrógenos  o con  glucocorticoides,  deben  des- 
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TABLA  I 


Las  Hiperlipidemias  Genéticas 


Enfermedad 

Mecanismo 

Patofisiológico 

Patrones 

Electroforéticos 

Mecanismo 

Genético 

Frecuencia  e 
Población  1 

Hipercolesterolemia  familial 

Catabolismo  anormal  de 

LDL;  receptores  de  LDL 
ausentes,  disminuidos 

o anormales 

II A,  II B 

Dominante 

0.1  a 0.5 

Hipercolesterolemia  poligénica 

Catabolismo  anormal  de 

LDL 

II A,  II B 

Poligénico 

5 

H ipertrigliceridemia  fam ilial 

Síntesis  endógena  de 

VLDL  aumentada 

IV,  (V  rara  vez) 

Dominante 

I 

Hiperlipidemia  combinada 
familial 

Desconocido  o mixto 

II  A,  II B,  IV, 

(V  rara  vez) 

Dominante 

1.5 

Enfermedad  “beta  ancha” 

Catabolismo  anormal  de 

“remanentes  ” (IDL) 

III 

Recesivo 

Raro 

Deficiencia  familial  de  LPL 

Catabolismo  de  triglicéridos 
disminuido;  función  de  LPL 

anormal 

l v 

Recesivo 

Muy  raro 

Abreviaturas:  LDL,  lipoproteinas  de  densidad  baja;  VLDL,  lipoproteinas  de  densidad  muy  baja;IDL,  lipoproteinas  de 

densidad  isntermedia ; LPL,  lipasa  lipoprotéica 


continuarse  si  es  posible.  Si  es  una  mujer  encinta,  la  hiperlipoproteinemia  desaparecerá  al  dar  a luz. 

La  clave  del  tratamiento  de  las  hiperlipidemias,  irrespectivo  del  tipo  o de  la  patofisiología,  es 
la  dieta.  La  dieta  básica,  recomendable  no  solo  para  los  pacientes  con  hiperlipoproteinemia  sino 
para  toda  la  población  en  general,  tiene  cuatro  rasgos,  a saber:  (1)  reducción  calórica  para  alcanzar 
el  peso  ideal,  si  es  posible  los  niveles  más  bajos  de  ese  peso,  (2)  reducción  en  el  colesterol  dietético 
a menos  de  300  mg  al  día,  (3)  reducción  de  las  grasas  dietéticas  a no  más  del  30  a 35  por  ciento 
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de  las  calorías  totales,  y (4)  reducción  de  las  grasas  saturadas  a no  más  del  10  por  ciento  de  las  ca- 
lorías, es  decir,  una  proporción  de  ácidos  grasos  poli-insaturados  a saturados  (P/S)  mayor  de  1,  en 
vez  de  0.3,  que  es  la  corriente.  En  la  práctica  esto  último  significa  limitar  la  grasa  de  origen  animal 
y sustituirla  por  aceites  vegetales  o hidratos  de  carbono.  Para  el  paciente  con  una  de  las  hipercoles- 
terolemias  genéticas  se  requiere  una  restricción  mayor  del  colesterol  y la  grasa  saturada  en  la  dieta. 
Si  el  problema  es  hipertrigliceridemia,  se  presta  mayor  atención  al  control  del  consumo  de  hidratos 
de  carbono  incluyendo  alcohol,  el  cual  debe  ser  eliminado  por  completo.  Si  la  hipertrigliceridemia 
y quilomicronemia  severas  van  asociadas  a deficiencias  de  la  lipasa  lipoprotéica  o si  el  paciente  pre- 
senta hiperlipidemia  combinada  o más  de  una  forma  de  hiperlipidemia,  hay  que  restringir  la  inges- 
tión total  de  grasas  aún  más.  En  estos  casos  se  puede  añadir  triglicéridos  solubles  de  cadena  media- 
na (MCT  oil)  a la  dieta. 

Aunque  la  mayoría  de  los  pacientes  con  hiperlipidemia  responden  al  tratamiento  dietético, 
en  algunos  casos  es  preciso  utilizar  medicinas  (6).  Antes  de  recurrir  a éstas,  sin  embargo,  debe  estar 
consciente  el  médico  de  que  las  hiperlipoproteinemias  primarias  son  condiciones  incurables  y que 
la  forma  de  tratamiento  seleccionada  representa  un  compromiso  para  el  resto  de  la  vida  del  paciente. 
Esta  no  es  una  decisión  fácil  de  hacer,  particularmente  en  vista  de  que  no  hay  una  sola  droga  ideal 
que  sea  efectiva  en  todos  los  casos,  y que  todas  estas  drogas  tienen  efectos  secundarios,  algunos  de 
ellos  indeseables. 

Hay  dos  tipos  básicos  de  medicinas  disponibles  para  reducir  los  lípidos  sanguíneos.  Coles- 
tiramina  es  una  resina  que  atrapa  los  ácidos  biliares.  En  dosis  de  12  a 24  gramos  diarios  es  efectiva 
para  el  tratamiento  de  la  hipercolesterolemia  familial.  Sin  embargo,  aunque  baja  el  colesterol,  es- 
timula la  síntesis  de  VLDL  y puede  producir  hipertrigliceridemia.  En  este  caso  se  podría  añadir 
la  otra  droga,  clofibrato,  que  en  dosis  de  1.5  a 2 gramos  diarios,  interfiere  con  la  síntesis  de  VLDL 
y es  efectiva  en  la  mayoría  de  las  hiperlipidemias  genéticas,  excepto  la  hipercolesterolemia  familial. 
La  dosis  debe  reducirse  al  o 1.5  gramos  por  semana  en  pacientes  con  azotemia  para  evitar  toxici- 
dad y no  debe  usarse  en  casos  de  enfermedad  hepática.  Si  no  se  normalizara  el  nivel  de  lípidos,  se 
puede  añadir  ácido  nicotínico,  comenzando  con  dosis  bajas  de  300  mg  diarios  y aumentando  paula- 
tinamente a 3000  o 6000  mg  diarios,  según  se  desarrolla  tolerancia  a la  vasodilatación  y el  eritema 
faciales.  En  vez  de  ácido  nicotínico  se  puede  usar  una  forma  nueva  de  ácido  para-aminosalicílico, 
PAS-C,  8 gramos  diarios.  Ambas  drogas  interfieren  con  la  síntesis  de  lipoproteínas.  Una  droga  nue- 
va, probucol,  también  reduce  la  síntesis  de  LDL  y se  usa  en  dosis  de  1 gramo  al  día  para  tratar  la 
hipercolesterolemia. 

La  importancia  de  estudiar  los  hijos  de  pacientes  con  hipercolesterolemia  familial  no  puede 
exagerarse  (7).  Estos  infantes  y niños  tienen  un  riesgo  muy  alto  de  desarrollar  aterosclerosis  a edad 
temprana.  Es  preciso  iniciar  el  tratamiento  lo  más  pronto  posible,  aunque  aún  no  se  ha  comprobado 
que  esto  mejore  la  supervivencia.  En  casos  extremos  se  puede  recurrir  a la  plasmaferesis  o al  desvío 
del  fleo  (ileal  by-pass)  para  reducir  las  lipoproteínas.  La  hipercolesterolemia  familial  es  la  única 
de  las  hiperlipidemias  genéticas,  aparte  de  la  deficiencia  familial  de  lipasa  lipoprotéica,  que  puede 
diagnosticarse  antes  de  la  adultez. 
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Al  aplicar  tratamiento  a la  hiperlipidemia  primaria  se  debe  recordar  que  hasta  la  fecha  no  se 
ha  demostrado  que  el  rebajar  el  nivel  de  lipidos  sanguíneos  reduzca  el  riesgo  de  aterosclerosis  (8). 
Los  médicos,  sin  embargo,  debemos  asumir  una  actitud  optimista  en  el  desempeño  de  nuestra  pro- 
fesión. Es  por  eso  que  usamos  siempre  el  mejor  tratamiento  disponible. 


Raúl  Costas,  Jr.,  MD 
Catedrático  de  Medicina 
Escuela  de  Medicina 
Universidad  de  Puerto  Rico 
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MEDI  QUIZ:  REUMATOLOGIA 


1.  La  mayor  parte  de  los  pacientes  con  hyperuricemia  no  tienen  gota  clínicamente. 

A)  Cierto 

B)  Falso 

2.  Anticuerpos  antinucleares  se  asocian  más  frecuentemente  con: 

A)  Lupus  Eritematoso  sistémico 

B)  Artritis  reumatoidea 

C)  Scleroderma 

D)  Osteoartritis 

3.  ¿Cuál  de  las  siguientes  condiciones  no  se  asocian  a el  antígeno  de  histocompatibilidad  HLA  - 
B - 27? 

A)  Espondilitis  anguilosante 

B)  Artritis  psoriática 

C)  Enfermedad  de  Reiter 

D)  Uveitis  anterior  aguda 

E)  Syndrome  de  Behcets 

4.  En  un  ataque  agudo  de  gota  la  droga  de  elección  es: 

A)  Aspirina 

B)  Prednisona 

C)  Allopurinol 

D)  Indometacin 

E)  Cualquiera  de  las  anteriores 
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5.  Para  el  diagnóstico  de  artritis  reumatoidea  es  esencial  tener  una  prueba  positiva  de  el  factor 
reumatoideo: 

A)  Cierto 

B)  Falso 

6.  Envolvimiento  ocular  es  común  en  las  siguientes  excepto  en: 

A)  Scleroderma 

B)  Espondilitis  anquilosante 

C)  Enfermedad  de  Chron’s 

D)  Enfermedad  de  Reiter’s 

E)  Syndrome  de  Behcets 

7.  ¿Cuál  de  las  siguientes  deficiencias  enzymáticas  se  asocia  a desórdenes  inmunológicos  de  cé- 
lulas T y B? 

A)  Glucosa  6-fosfatasa 

B)  Deaminasa  de  adenosina 

C)  Oxidasa  de  Xantina 

D)  5’  Necelotidasa 

E)  Ninguna  de  las  anteriores 

8.  Elevación  de  el  complemento  total  de  el  líquido  synovial  se  ve  en: 

A)  Artritis  reumatoidea 

B)  Lupus  sistémico  eritematoso 

C)  Enfermedad  de  Reiter’s 

D)  Gota 

E)  A y B solamente 

9.  Infección  por  el  virus  de  hepatitis  B se  ha  asociado  con: 

A)  Lupus  sistémico  eritematoso 
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B)  Poliarteritis  Nodosa 

C)  Granulomatosis  de  Wegeners 

D)  Arteritis  Temporal 

E)  Fiebre  Reumática 

10.  En  purpura  de  Henoch-Schonlein  se  encuentran  en  la  piel  depósitos  de: 

A)  IgD 

B)  Ig  G 

C)  Ig  A 

D)  Ig  E 

E)C4 


Sometido  por  Edwin  Mejias,  MD 


(Contestaciones  en  página  13) 


MEDI  QUIZ 


ENDOCRINOLOGY 


1.  A 42-year  old  woman  develops  galactorrea  while  receiving  chlorothiazide  and  methyldopa  for 
hypertension  and  thyroxine  for  goiter  suppression.  The  physical  examination  is  otherwise 
normal.  Radiographs  reveal  a normal  sella  turcica  and  the  serum  Tx  is  8.6  ig/dl.  The  most 
appropriate  management  is  to: 

a.  Increase  thyroxine 

b.  Discontinue  chlorthiazide 

c.  Discontinue  methyldopa 

d.  Add  L-dopa 

e.  Add  Bromocrystin 

2.  A 22-year  old  man  with  diabetic  ketoacidosis  was  treated  with  insulin  and  intravenous  fluids. 
Recovery  occurred  promptly.  However  during  the  -course  of  treatment,  flat  T waves,  depres- 
sed ST  segments,  and  a borderline  Tinternol  was  observed.  A serum  glutamic  oxaloacetic  trans- 
aminase value  of  185  u/ml  was  reported.  The  most  likely  explanation  for  this  finding  is: 

a.  coronary  insufficiency 

b.  hypokalemia 

c.  acute  fatty  liver 

d.  uremia 

e.  none  of  the  above 

3.  A 45-year  old  man  complains  of  weight  loss  and  weakness.  Physical  examination  reveals  edema 
of  the  lower  extremities  and  hyperpigmentation  of  the  skin.  BP  190/105  and  there  is  a 3 + gly- 
cosuria. Blood  glucose  is  260  mg  1 di,  CO2  31  mEg/lt,  serum  potassium  2.4  mEg/lt,  24  hr. 
use  for  17  hydroxycorticoids  34  mg  and  17  ketosteroids  60  mg.  The  most  likely  diagnosis  is: 

a.  adrenal  adenoma 

b.  adrenal  carcinoma 
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c.  carcinoma  of  the  lung 

d.  micronodular  adrenal  hyperplasia 

e.  empty  sella 

4.  The  adrenogenital  syndrome  is  due  to: 

a.  pituitary  tumor 

b.  enzyme  deficiency  in  the  production  of  cortisone 

c.  adrenocortical  hyperplasia 

d.  testicular  tumor 

e.  enzyme  deficiency  in  the  liver 

5.  The  most  consistent  laboratory  finding  and  best  screening  test  in  the  diagnosis  of  primary  hy- 
perparathyroidism is: 

a.  low  serum  phosphorus 

b.  hypercalciuria 

c.  hypocalciuria 

d.  persistent  hypercalcemia 

e.  uricosuria 

6.  The  clinical  diagnosis  of  lactic  acidosis  should  be  considered  if  the  blood  sugar  is  250  mg/dl 
and: 


a. 

Na  150 

Cl  110 

co2 10 

K 4.5 

(mEg/lt) 

b. 

Na  140 

Cl  105 

C02  30 

K 4.5 

(mEg/lt) 

c. 

Na  130 

Cl  100 

C02  10 

K 4.5 

(mEg/lt) 

d. 

Na  120 

Cl  100 

C02  10 

K 4.5 

(mEg/lt) 
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e.  Na  110  Cilio  C02  6 K 4.5  (mEg/lt) 

7.  In  norman  men,  the  number  of  sperm  may  increase,  or  the  motility  of  sperm  improve  after: 

a.  Human  Chorionic  Gonadotropin 

b.  pergonal 

c.  thyroid  hormone  therapy 

d.  repair  of  a varicocele 

e.  testosterone  propionate 

8.  A 35-year  old  woman  presents  with  hypotension,  cold  intolerance,  amenorrhea,  loss  of  axillary 
and  pubic  hair  and  loss  of  skin  pigmentation.  Her  urine  sodium  levels  are  normal.  The  diag- 
nosis is: 

a.  Hypothyroidism 

b.  Addison’s  disease 

c.  Panhypopituitarism 

d.  Diabetes  insipidus 

e.  Melanoma 

9.  A 45-year  old  male  presents  with  cutaneous  flushing  of  the  face,  diarrhea,  wheezing,  right  heart 
failure  and  moderate  weight  loss.  The  chemical  substance  found  in  this  syndrome  may  be  ele- 
vetad  in  all  of  the  following  except: 

a.  Hyperparathyroidism 

b.  Non  tropical  sprue 

c.  Ingestion  of  banana  and  pineapple  juice 

d.  Ingestion  of  walnuts 

e.  Multiple  endocrine  adenomatosis 
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10.  A 60-year  old  man  with  mild  diabetes  controlled  on  diet,  develops  polyuria,  polyphagia  and 
confusion.  At  the  time  of  admission  to  the  hospital  he  looks  dehydrated  and  comatose.  Ad- 
mission blood  glucose  is  1100  mg/dl.  All  the  following  statements  are  true  except: 

a.  Serum  osmolarity  435  mOsm/1 

b.  plasma  ketone  bodies  4 + 

c.  serum  pH  7.34 

d.  Serum  K 4.7 

e.  Unresponsive 


Sometido  por  Francisco  Burgos,  MD 
Chief,  Endocrinology  Service 
Veterans  Administration  Hospital 
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PATHOGENESIS  OF  ESCHERICHIA  COLI 
GASTROENTERITIS  IN  MAN  - ANOTHER 
MECHANISMS 

Ulshen,  M.  H.  and  J.  L.  Rollo,  N Engl  J Med  302:  99-101, 
1980. 

YET  ANOTHER  PATHOGENIC  MECHANISMS 
FOR  ESCHERICHIA  COLI,  DIARRHEA?  (Edi- 
torial) 

R.  L.  Guerrant,  N Engl  J Med  302:  113-114,  1980. 

La  gastroenteritis  causada  por  E.  coli  puede  ser 
causada  por  mecanismos  enterotoxigénicos  o mecanis- 
mos enteroinvasivos.  Ciertas  cepas  de  E.  coli  que  no 
correlacionan  con  las  cepas  que  llamamos  enteropa- 
togenicas  tienen  la  capacidad  de  producir  exotoxinas 
las  cuales  son  responsables  de  la  diarrea  por  hiperse- 
creción.  La  toxina  de  E.  coli  susceptible  al  calor  se 
parece  a la  de  Cholera,  ya  que  comparte  con  esta  anti- 
genicidad,  y el  receptor  Gmj. 

El  mecanismo  de  enteroinvasión  de  E.  coli,  se  pa- 
rece mucho  a Shigella  en  su  patogenicidad.  Un  número 
limitado  de  serotipos  es  capaz  de  causar  este  síndrome. 

En  los  artículos  arriba  descritos  se  describe  un 
nuevo  mecanismo  en  humanos  que  había  sido  descrito 
en  animales  experimentales.  Se  caracteriza  por  adhe- 
rencia de  la  bacteria  a la  mucosa,  destrucción  de  los 
microvellos  sin  ocurrir  invasión. 

(Sometido  por  Carlos  H.  Ramírez  Ronda,  MD) 


MODIFICATION  OF  THE  CORONARY  RISK 
PROFILE  IN  AN  INDUSTRIAL  POPULATION 

Komitzer,  M.,  De  Backer,  G.,  Dramaix  M,  et  al  - Circulation 
61:  18,  1980 

Este  estudio  belga  es  un  estudio  controlado 
que  abarca  19,390  pacientes  varones  entre  las  eda- 
des de  40  a 59  años  empleados  en  30  empresas.  El 
propósito  es  controlar  factores  de  riesgo  en  pacientes 
randomizados  mediante  un  programa  educacional 
institucional  y mediante  visitas  personales  cada  seis 
meses.  El  grupo  control  y el  grupo  de  pacientes  de 
prevención  eran  similares  en  su  descripción  y ambos 
tenían  un  alto  contaje  de  factores  de  riesgo  corona- 
riano.  Luego  de  dos  años  de  seguimiento  los  pacientes 
en  el  programa  educacional  tuvieron  una  disminución 
de  20  por  ciento  en  el  contaje  de  factores  de  riesgo 
mientras  que  el  grupo  control  tuvo  un  aumento  de 
12  por  ciento  en  este  mismo  contaje. 

Concluyen  los  autores  que  el  perfil  de  riesgo 
coronariano  en  pacientes  varones  de  edad  media  puede 
alterarse  mediante  programas  educacionales  institu- 
cionales suplementados  por  visitas  personales. 

(Sometido  por  G.  Cintrón,  MD,  VAH) 
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COITUS  AND  ASSOCIATED  AMNIOTIC  FLU- 
ID INFECTIONS 

R . L.  Naeye,  N Engl  J Med  301:  1198-1200.  1979 

COITUS  AND  THE  FETUS  (Editorial) 

Á.  L.  Herbst.N  Engl  J Med  301:  1235-1236,  1979 

En  los  EE.  UU.  la  causa  más  frecuente  de  muerte 
fetal  y neonatal  está  relacionada  con  infecciones  del  li- 
quido amniótico  en  presencia  de  membranas  fetales 
intactas.  En  el  estudio  arriba  citado  se  estudió  la  rela- 
ción del  coito  con  estas  infecciones.  Se  estudiaron 
26,880  mujeres  embarazadas  y se  comparó  la  inciden- 
cia de  infecciones  del  liquido  amniótico  en  grupos  que 
sostuvieron  coito  en  el  último  mes  del  embarazo  ver- 
sus abstención  de  coito.  El  número  de  infecciones, 
la  frecuencia  de  Apgar  bajos,  dificultad  respiratoria 
en  el  neonato  e hiperbilirubinemia  fue  más  alto  en  el 
grupo  que  sostuvo  coito  en  el  último  mes  del  emba- 
razo. Se  recomienda  que  se  evite  el  coito  durante 
el  último  mes  del  embarazo,  especialmente  para  mu- 
jeres con  problemas  de  concepción. 

(Sometido  por  Carlos  H. Ramírez  Ronda,  MD) 


ACTIVATION  OF  SUPPRESSOR  T CELLS 
DURING  EPISTEIN  BARR  VIRUS  INDUCED 
INFECTIOUS  MONONUCLEOSIS 

Tosato,  G.  I.,  Macgrath,  I.,  Koski,  I.,  Dooley,  N.  and  Blaese, 
M.  - N Engl  J Med  301:  1133-1138,  1979 

La  mononucleosis  infecciosa  es  una  enfermedad 
de  relativa  frecuencia  causada  por  el  virus  de  Epstein- 
Barr  (VEB).  Este  virus  infecta  los  linfocitos  B pre- 
ferentemente y los  activa  para  producir  inmunoglobu- 
linas.  Los  linfocitos  B están  aumentados  durante  la 
primera  Semana  de  enfermedad  pero  durante  la  segunda 


semana  su  número  baja  significativamente.  El  reporte 
arriba  citado  demuestra  que  durante  la  mononucleosis 
infecciosa,  el  VEB  causa  una  activación  policlonal  de 
células  B,  reflejada  por  hipergammaglobulinemia  y un 
aumento  en  las  células  secretoras  de  inmunoglobulinas. 
Más  tarde,  las  células  supresoras  T se  activan  inhibiendo 
la  activación  continuada  de  células  B.  Al  ocurrir  este 
fenómeno,  hay  un  mecanismo  adicional  de  defensa  del 
anfitrión,  ya  que  estas  células  T inhiben  la  activación 
y proliferación  de  células  que  son  blanco  del  virus. 

(Sometido  por  Carlos  H.  Ramírez  Ronda,  MD) 


CHRONIC  DIARRHEA  OF  UNKNOWN  ORI- 
GIN 

Nicholas  IV.  Read,  Guenter  J.  Krejs,  Maria  G.  Read,  Carol  A. 
Santa  Ana,  Stephen  G.  Morawski,  and  John  S.  Fordthan 
Gastroenterology  78:  264-27 1,  1980. 

Estos  investigadores  reportan  las  causas  de  diarrea 
severa  y crónica  en  27  pacientes  que  les  fueron  referidos 
de  otros  hospitales  y médicos  después  de  investigaciones 
extensas  en  que  no  se  estableció  una  etiología.  En  mu- 
chos de  ellos  se  había  sospechado  el  síndrome  de  cólera 
pancreática  pero  en  ninguno  fue  este  el  diagnóstico. 
La  etiología  de  diarrea  más  común  fue  la  ingesta  furtiva 
de  drogas  (laxantes  en  7 y diuréticos  en  2).  Otros  diag- 
nósticos incluyeron  colitis  ulcerosa  en  2 pacientes, 
alergia  a carne  de  res  en  1,  y sobrecrecimiento  de  bac- 
teria en  el  intestino  en  1.  Un  diagnóstico  específico 
se  hizo  en  solamente  estos  13  pacientes.  De  los  14  pa- 
cientes restantes,  8 tenían  hallazgos  que  sugerían  el 
síndrome  del  colon  irritable  y dos  tenían  disfunción 
del  esfínter  anal  como  causa  probable  de  la  diarrea. 
En  cuatro  pacientes  no  se  encontró  una  etiología.  Se 
detalla  también  en  este  artículo  la  evaluación  de  pa- 
cientes con  diarrea. 

(Sometido  por  Angel  Olazábal,  MD) 
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ARITMIA  EN  LA  CARDIOMIOPATIA  HI 
PERTROFICA:  USO  DE  EJERCICIO  Y 48 
HORAS  DE  ELECTROCARDIOGRAFIA  AM 
BULATORIA  CON  Y SIN  TERAPIA  DE 
BLOQUEADORES  BETA  ADRENERGICOS 


McHenna,  William  et  al:  The  American  J.  of  Card.  Vol. 
45:  1 P.l-5. 


El  estudio  es  diseñado  por  los  autores  para  co- 
nocer el  tipo  de  arritmia  y su  relación  con  el  ejercicio 
y además  ver  el  efecto  de  los  bloqueadores  adrenér- 
gicos. 

Tomaron  al  azar  30  pacientes  con  cardiomio- 
patia  hipertrófica  tanto  obstructiva  como  no  obstruc- 
tiva, y les  hicieron  48  horas  de  monitorización  electro- 
cardiográfica  y pruebas  de  ejercicio  submáximas.  Am- 
bas pruebas  demostraron  una  alta  incidencia  de  latidos 
prematuros  ventriculares,  seguido  de  taquicardia  su- 
praventricular y luego  extrasístoles  atriales  tanto  en 
pacientes  con  y sin  Inderal  en  igual  proporción. 

Los  autores  favorecen  que  en  la  mayoría  de 
estos  pacientes,  la  isquemia  septal  es  la  que  da  el  ori- 
gen a estas  arritmias  y además  que  debe  usarse  drogas 
antiarrítmicias  en  adición  a los  bloqueadores  beta 
para  prevenir  arritmias  letales. 

(Sometido  por  Ildelfonso  Rivera,  MD,  VAH) 


REACTION  OF  SUPERFICIAL  BURSAE  IN 
RESPONSE  TO  SPECIFIC  DISEASE  STIMU 
LI 


J-  J.  Canoso,  and  R.  A.  Yood.  Rheumatology  Section,  Bos- 
ton V.  A.  Medical  Center,  Boston,  MASS. 

Although  microscopic  studies  have  shown  simi- 
larities between  bursal  and  joint  membranes,  little  is 
known  about  bursae  and  their  response  to  disease 
states.  Eighty-six  cases  of  superficial  bursitis  due  to 
trauma,  bacterial  infection,  or  gout  were  reviewed 
and  compared  with  cases  of  joint  inflammation  due 


to  the  same  etiologies.  In  traumatic  bursitis  the  bur- 
sal fluid  mucin  test  was  more  abnormal  and  the  vis- 
cosity lower  than  that  of  joint  fluid  in  traumatic  arth- 
ritis. The  bursal  fluid  total  leukocyte  count  of  septic 
bursitis  was  less  than  20,000/mnr  in  8 of  13  cases 
but  in  only  1 of  21  synovial  fluids  from  cases  of  sep- 
tic arthritis  (P<0.005).  In  gouty  bursitis  the  mean 

q 

total  leukocyte  count  of  bursal  fluid  was  2800/mm  , 
compared  with  a mean  synovial  fluid  total  leukocyte 
count  of  28,700  in  gouty  arthritis  (P<  0.02).  These 
findings  indicate  that  superficial  bursae  react  less  in- 
tensely than  diarthrodial  joints  to  specific  disease  sti- 
muli and  that  a relatively  low  bursal  fluid  leukocyte 
count  is  often  present  in  cases  of  septic  and  gouty 
bursitis. 

(Sometido  por  E.  Mejias,  MD,  VAH) 


EFECTOS  DE  LOS  ANTIHISTAMINICOS  TIPO 
H,  Y H2  EN  PRUEBAS  BRONCOPROVOCA- 
DORAS  CON  HISTAMINA  EN  PACIENTES 
ASMATICOS 

Robert  A.  Nathan,  et  al;  American  Review  of  Respiratory 
Disease,  120:  1251-1258,  1979. 

En  el  presente  estudio  los  autores  presentan 
evidencia  a favor  de  la  presencia  de  receptores  H.-> 
en  bronquios  de  pacientes  asmáticos.  Utilizando 
inhalaciones  de  histamina  nebulizada  en  estos  pacien- 
tes, se  dividieron  los  sujetos  en  4 grupos.  (1)  Preme- 
dicado con  8 mg  clorfemramina  (anti  HQ,  (2)  pre- 
medicado con  300  mg  de  cimetidina  (anti  H.>),  (3) 
grupo  con  terapia  combinada  con  ambas  drogas  y 
(4)  Placebo.  La  dosis  de  histamina  necesaria  para 
inducir  un  decremento  de  20  por  ciento  en  el  volumen 
forzado  expiratorio  en  1 segundo  (PD.^q  - FEV.) 
aumentó  significativamente  con  clorfemramina  y 
disminuyó  con  cimetidina.  Estos  resultados  proveen 
un  mecanismo  para  el  estudio  de  la  patofisiología 
envuelta  en  la  broncoconstricción  modulada  por  his- 
tamina. Hay  evidencia  en  la  literatura  que  implica 
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que  el  efecto  de  histamina  sobre  receptores  es 
estimular  producción  de  cGMP  con  broncoconstric- 
ción  como  resultado  y su  acción  en  los  H2  es  la  de 
aumentar  cAMP  con  broncodilatación.  Los  pacientes 
asmáticos  probablemente  tengan  una  predominancia 
de  receptores  H j en  sus  bronquios. 

(Sometido  por  Iván  León,  MD,  Escuela  de  Medicina 
Universidad  del  Caribe,  Cayey,  PR) 


THE  VALUE  OF  EXERCISES  IN  THE  TREAT 
MENT  OF  LOW  BACK  PAIN 

Davies  ].  E.,  Gibson,  T.,  Tester,  L:  Rheumatology  and  Reha- 
bilitation, Vol.  18,  243-247,  1979. 


El  resultado  del  tratamiento  con  diatermia  de 
onda-corta  solo  fue  comparado  con  aquel  logrado  por 
la  diatermia  de  onda-corta  combinada  con  ejercicios 
de  extensión  de  espalda  o combinada  con  ejercicios 
lumbares  isométricos  de  flexión  en  43  pacientes  con 
dolor  bajo  de  espalda.  Los  sujetos  eran  relativamente 
jóvenes  y normalmente  envueltos  en  actividades  de- 
portivas. Este  estudio  demostró  que  alivio  parcial 
o completo  del  dolor  se  logró  en  más  de  aquellos  pa- 
cientes que  recibieron  diatermia  de  onda-corta  combi- 
nada con  ejercicios,  que  en  aquellos  que  recibieron 
la  diatermia  sola,  anuque  las  diferencias  no  eran  ver- 
daderamente significativas.  Más  de  los  que  recibieron 
ejercicios  de  extensión  de  espalda,  experimentaron  alivio 
del  dolor,  que  aquellos  que  hicieron  ejercicios  isométri- 
cos de  flexión.  Pero  a la  larga,  ningún  regimen  de  los  2 
ejercicios  parecía  tener  una  mayor  influencia  en  el  res- 
tablecimiento del  paciente. 


EL  SINDROME  DE  INSERCION  DEL  SEMI 
MEMBRANOSO:  CAUSA  FRECUENTE  Y 

TRATABLE  DE  DOLOR  CONTINUO  DE  LA 
RODILLA 

Hans  I.  Weiser,  MD,  Arch.  Phys.  Med.  Rehabil.  60:  317-319, 
1979. 


La  inserción  del  semimembranoso  causa  dolor 
en  el  aspecto  medial  de  la  rodilla.  Este  dolor  se  agrava 
con  el  ejercicio,  bajar  escaleras  y al  doblar  la  rodilla. 
En  todos  los  pacientes  se  encontró  dolorimiento  en 
la  parte  distal  del  músculo  semimembranoso;  la  rota- 
ción pasiva  de  la  rodilla  producía  dolor  en  la  parte 
medial  y la  presión  digital  en  el  área  de  inserción  del 
tendón  del  semimembranoso  producía  un  dolor  ex- 
quisito. Cien  pacientes  con  síndrome  de  inserción 
del  semimembranoso  con  el  padecimiento  entre  1 a 
12  meses  o más,  fueron  tratados  con  inyección  local 
de  lidocaína  y triamcinolone.  Todos  experimentaron 
alivio  inmediato  del  dolor.  Se  consiguió  alivio  a largo 
plazo  de  los  síntomas  y signos  en  58  pacientes,  30  de 
los  cuales  requirieron  repetición  de  la  inyección  entre 
3 a 5 meses.  El  dolor  y disabilidad  disminuyó  en  otros 
9 pacientes.  Hubo  18  tratamientos  en  que  no  se  con- 
siguió mejoría.  La  mayoría  de  los  pacientes  eran  mu- 
jeres con  exceso  de  trabajo  en  la  casa,  sobre  todo  antes 
de  días  festivos. 

(Sometido  por  Rafael  Seín,  MD) 


(Sometido  por  Rafael  Alvarez,  MD) 
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SIGNIFICANCE  OF  BLOCK  DISTAL  TO  THE 
HIS  BUNDLE  INDUCED  BY  ATRIAL  PACING 
IN  PATIENTS  WITH  CHRONIC  BIFASCI 
CULAR  BLOCK 

Dhingra,  R.  C.,  Wyndham,  C.,  Bauemfeind,  R.,  et  al.  Crculation 
60:  1455,  1979. 

En  este  artículo  los  autores  tratan  de  definir  la 
incidencia  de  bloqueo  distal  al  His  (BDH)  inducido 
por  estimulación  atrial  en  pacientes  con  bloqueo  bi- 
fascicular  y cuál  es  su  significado  clínico. 

De  496  paciente  con  bloqueo  bifascicular  cró- 
nico, 21  (4  por  ciento)  desarrollaron  BDH  con  esti- 
mulación atrial.  En  6 pacientes  el  BDH  se  desarro- 
lló durante  períodos  de  Wenckebach  a nivel  del  nodo 
atrioventricular.  El  intervalo  AH  estaba  normal  en 
estos  seis  pacientes  y dos  tenían  HV  prolongado.  Nin- 
guno de  estos  seis  pacientes  tuvo  bloqueo  atrioventri- 
cular en  5 años  de  seguimiento. 

En  15  pacientes  BDH  fue  inducido  durante  con- 
ducción atrioventricular  normal.  De  estos  15  pacien- 
tes cinco  tenían  prolongación  del  período  AH  y 10 
del  HV.  Durante  3 años  de  seguimiento,  8 pacientes 
desarrollaron  bloqueo  atrioventricular  y dos  murie- 
ron súbitamente. 

Concluyen  los  autores  que  BDH  es  infrecuente 
en  bloqueo  bifascicular  y puede  ser  funcional  o pato- 
lógico. Cuando  BDH  es  patológico,  tiene  un  alto  ries- 
go de  bloqueo  atrioventricular  o muerte  súbita. 

(Sometido  por  Guillermo  Cintrón,  MD) 


GUIDELINES  FOR  THE  CARE  OF  PATIENTS 
HOSPITALIZED  WITH  VIRAL  HEPATITIS 

Annals  of  Internal  Medicine  1979:  91:  872-876. 


Comunmente  los  pacientes  hospitalizados  con 
hepatitis  viral  se  han  aislado  empleando  dos  catego- 
rías de  aislamiento,  específicamente,  con  precauciones 


entéricas  y precauciones  de  sangre.  Esta  estrategia 
se  ha  basado  en  que  no  se  podía  diferenciar  entre  he- 
patitis A y B y se  asumió  que  las  heces  fecales  y la 
sangre  de  paciente  con  cualquiera  de  estos  tipos  de 
hepatitis  podía  transmitir  la  enfermedad. 

Ahora  se  sabe  que  pacientes  con  hepatitis  A 
no  presenta  el  problema  de  transmisión  de  la  enfer- 
medad a través  de  contacto  directo  con  sangre  y que 
si  la  sangre  de  los  pacientes  con  hepatitis  B puede  in- 
fectar a otros  pacientes,  el  virus  de  hepatitis  B no  se 
transmite  por  las  heces  fecales.  La  ruta  entérica  es 
principal  modo  para  la  hepatitis  A,  pero  que  los  ni- 
veles máximos  del  virus  de  hepatitis  A excretados 
en  heces  fecales  ocurren  antes  de  la  ictericia.  La  he- 
patitis no  A o B es  similar  epidemiológicamente  a la 
hepatitis  B.  Por  lo  tanto,  en  el  cuidado  de  pacientes 
hospitalizados  con  hepatitis  viral  se  debe  de  enfati- 
zar precauciones  de  sangre.  En  los  pacientes  hospi- 
talizados con  el  diagnóstico  de  hepatitis  A se  debe 
tener  precauciones  en  el  manejo  de  heces  fecales, 
orina  y otras  excreciones. 

(Sometido  por  Ramón  H.  Bermudez,  MD) 


OPERACION  DE  SENNING  PARA  LA  TRANS 
POSICION  DE  GRANDES  VASOS:  EXPE 
RIENCIA  EN  NIÑO  DE  BAJO  PESO 

Otero  Coto,  E.,  Norwood,  W.  I.,  Castañeda,  A.  R. : Rev.  Esp. 
Cardiol.  32(3):  267,  1979. 

Los  problemas  presentados  por  algunos  pacientes 
tras  haber  sido  sometidos  a la  operación  de  Mustard 
indujeron  a los  autores  a utilizar  la  técnica  de  Senning. 
En  ella  se  usa  el  máximo  de  tejido  auricular  autógeno 
bien  vascularizado.  Su  uso  en  niños  de  bajo  peso  ha 
motivado  varios  problemas,  sobre  todo  obstrucción 
de  la  vena  cava  superior.  Estos  han  sido  resueltos  con 
la  ayuda  de  dos  parches  y con  la  modificación  de  las 
incisiones  auriculares. 

Se  intervinieron  20  pacientes  con  d-TGV  entre 

2.6  y 14  kg.  de  peso,  la  sobrevivencia  fue  de  90  por 
ciento.  Las  indicaciones  para  la  intervención  fueron 
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principalmente  hipoxernia  severa  y progresiva  (15  ca- 
sos) e hipertensión  pulmonar  (5  casos). 

Los  autores  consideran  esta  técnica  preferible 
a la  de  Mustard  en  infantes.  Ella  brinda  un  potencial 
de  crecimiento  excelente  de  las  estructuras  sin  que 
existan  zonas  de  posible  estenosis  circular  completa. 
Reconocen  el  hecho  de  que  solo  la  evolución  a largo 
plazo  determinará  hasta  qué  punto  su  asunción  es 
correcta. 

(Sometido  por  Rafael  Villavicencio,  MD) 


WARFARIN  SODIUM  VERSUS  LOW  DOSE 
HEPARIN  IN  THE  LONG  TERM  TREATMENT 
OF  VENOUS  THROMBOSIS 

Russell  Hull,  MD  - Ontario,  Canada.  NEJM  301:  855,  1979. 

Sixty-eight  consecutive  patients  with  venogra- 
phically  demonstrated  acute  deep  vein  thrombosis 
were  studied.  All  patients  were  treated  for  14  days 
with  heparin  adjusted  to  maintain  the  PTT  at  1 1/2 
to  2 times  the  normal  control.  They  were  placed  at 
random  on  day  10  to  receive  either  Warfarin  sodium 
(Coumadin)  or  low-dose  heparin.  Coumadin  was  start- 
ed 4 days  before  stopping  heparin  in  an  initial  dose  of 


10  mg  per  day.  In  those  assigned  to  heparin  treatment, 
subcutaneous  low-dose  of  5.000  units  every  12  hours 
was  started  on  day  14.  Treatment  with  either  warfarin 
sodium  or  low-dose  heparin  continued  for  12  weeks 
in  patients  who  had  proximal-vein  thrombosis  and  for 
6 weeks  in  those  with  calf-vein  thrombosis.  The  68 
patients  were  divided  in  two  groups:  Croup  I with  35 
patients  in  the  sub-cutaneous  heparin  group  and  Group 

11  with  33  patients  in  the  warfarin  sodium  group.  The 
groups  were  comparable.  Nine  patients  in  Group  I and 
none  in  Group  II  had  a new  episode  of  venous  thrombo- 
embolism. They  were  all  cases  of  proximal  vein  throm- 
bosis. Hemorrhagic  complications  were  7 of  33  patients 
in  coumadin  therapy  and  none  in  the  low-dose  heparin 
group. 

This  study  has  shown  that  coumadin  given  in 
adjusted  doses  according  to  PT  levels  is  more  effective 
than  sub-cutaneous  low-dose  heparin  in  preventing 
recurrent  venous  thromboembolism.  Patients  with 
proximal  vein  thrombosis  were  both  at  high  risk  of 
recurrent  venous  thromboembolism  (R.V.T.)  and 
highly  responsive  to  warfarin  sodium.  The  relative 
low  frequency  of  R.V.T.  after  stopping  anticoagulant 
therapy  suggests  that  patients  with  proximal  vein  throm- 
bosis do  not  need  to  be  treated  with  oral  anticoagulants 
for  more  than  3 months  and  those  with  calf-vein  throm- 
bosis for  more  than  6 weeks. 

(Submitted  by  José  Couto,  MD,  VAH) 


NOTICIAS 


AMA  NEWS: 

ALCOHOL  DANGEROUS  TO  SMALL  CHILDREN 

CHICAGO  — Keep  the  alcoholic  beverages  out 
of  the  reach  of  the  small  children  around  the  house 
during  the  holiday  season. 

A few  ounces  of  alcohol  can  bring  serious,  po- 
tentially fatal  illness  to  very  small  children,  says  a 
report  in  the  Dec.  21  Journal  of  the  American  Medical 
Association. 

Dr.  Francis  A.  Raga,  Jr.,  tells  of  nine  cases  treated 
at  Charity  Hospital,  New  Orleans,  of  small  children 
brought  in  seriously  ill  from  alcohol  consumption. 

Dr.  Ragan  lists  the  case  of  a 5-year-old  girl  who 
had  gulped  six  to  eight  ounces  of  80-proof  whisky. 
She  was  comatose.  Blood  tests  showed  a ver)  high 
alcohol  level.  Stomach  was  pumped  and  treatment 
started,  and  the  child  recovered. 

An  18-month-old  boy  drank  white  wine,  and 
another  18-month-old  youngster  downed  several  ounces 
of  vodka.  Both  were  brought  to  the  hospital  uncons- 
cious and  quite  ill.  Heroic  treatment  measures  pulled 
them  through. 

None  of  the  nine  children  died,  although  four 
of  them  had  potentially  life-threatening  levels  of  al- 
cohol in  the  blood.  Dr.  Ragan  says. 


AMA  DRAFTS  RECOMMENDATIONS  FOR  C0- 
R ONAR  Y B YPASS  SUR  GER  Y 

CHICAGO  — Disabling  angina  pectoris  (severe 
chest  pain)  that  does  not  respond  to  medical  treatment 
is  the  leading  indication  for  performing  aortocoronary 
bypass  graft  surgery. 


This  is  the  conclusion  of  the  American  Medical 
Association’s  Council  on  Scientific  Affairs,  with  the 
guidance  of  a team  of  top  heart  specialists  and  heart 
surgeons  as  consultants. 

The  report  appears  in  the  Dec.  14  Journal  of  the 
American  Medical  Association. 

Bypass  surgery'  also  is  indicated  when  there  is 
critical  stenosis  (narrowing)  of  the  left  main  coronary 
artery,  or  when  there  is  triple-vessel  disease  with  mo- 
derate impairment  of  ventricular  function,  the  Council 
says. 

Bypass  surgery  is  not  indicated  in  severe  non- 
reversible  ventricular  dysfunction,  inadequate  blood 
flow  due  to  narrowing  of  the  coronary  artery,  acute 
my'ocardial  infarction  (heart  attack)  of  more  than  a 
few'  hours  duration  and  the  presence  of  certain  other 
serious  and  untreatable  manifestations  of  artery'  disease. 

There  are  a number  of  heart  conditions  in  which 
the  evidence  is  not  yet  conclusive  as  to  whether  the  in- 
dividual would  benefit  from  bypass  surgery,  the  AMA 
specialists  said.  These  include  surgery  within  a few 
hours  of  heart  attack,  certain  types  of  congestive  heart 
failure,  pains  due  to  coronary'  artery  spasm  and  others. 

In  an  accompanying  editorial,  Richard  J.  Jones, 
MD,  director  of  the  AM  As  Division  of  Scientific  Acti- 
vities, said  that  the  Council  on  Scientific  Affairs  plans 
to  issue  similar  reports  on  other  aspects  of  medicine 
and  surgery  in  the  future. 

Future  reports  will  deal  with  such  issues  as  sac- 
charin, community  mental  health  centers,  treatment 
of  diabetes,  hypnotic  drugs  and  insomnia.  Reports 
already  released  have  included  those  on  the  medical 
autopsy,  shortage  of  human  growth  hormone,  recom- 
mendations on  drug  development  and  drug  regulation, 
smoking  and  health,  nutrition  and  health,  and  alco- 
holism. 


IRRADIATION  TREATMENT  EXONERATED  AS 
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CAUSE  OF  THYROID  CANCER 

CHICAGO  — Individuals  who  were  given  irra- 
diation treatment  of  the  head  and  neck  no  more  likely 
to  develop  thyroid  cancer  in  later  life  than  are  those 
who  were  not  so  treated,  a research  study  reported 
in  the  Journal  of  the  American  Medical  Association 
of  Dec.  14  found. 

This  means  that  the  programs  of  hospitals  and 
doctors  across  the  nation  who  try  to  recall  patients 
20  years  later  after  irradiation  treatment  probably 
have  been  no  more  useful  for  detecting  thyroid  ab- 
normalities than  an  examination  program  for  non- 
irradiated  volunteers,  says  Paul  C.  Royce,  MD,  of  the 
Donald  Guthrie  Foundation  for  Medical  Research, 
Sayre,  Pa. 

For  some  years  doctors  and  hospitals  have  res- 
ponded to  recommendations  by  the  National  Cancer 
Institute  that  programs  be  initiated  to  locate,  recall, 
and  examine  those  individuals  who  received  irradia- 
tion treatment  in  the  past  when  it  was  considered 
proper  treatment  for  inflamed  tonsils  and  other  head 
and  neck  health  problems.  Studies  had  shown  that 
some  of  these  individuals  developed  thyroid  cancer 
up  to  20  years  later. 

A few  of  those  who  were  irradiated  did  develop 
thyroid  cancer.  But  a few  thyroid  cancers  also  occur- 
red in  the  general  population  who  had  never  been 
irradiated,  Dr.  Royce  found. 

The  Pennsylvania  researchers  examined  214 
persons  with  verified  history  of  head  and  neck  irra- 
diation, and  243  control  subjects  who  had  not  been 
irradiated.  The  controls  were  matched  with  the  sub- 
jects by  age  and  sex. 

Thyroid  nodules  occurred  in  a number  of  the 
individuals  in  both  groups.  Most  of  the  nodules  were 
benign,  and  actual  thyroid  cancer  was  found  in  only 
three  of  the  almost  500  individuals;  one  in  the  irra- 
diated group  and  two  in  the  nonirradiated  persons. 
Statistical  differences  in  the  two  groups  were  so  small 
as  to  be  insignificant,  he  said. 

“Our  controlled  study  did  not  find  an  excess 
number  of  thyroid  abnormalities  in  previously  irra- 
diated subjects,”  Dr.  Royce  concluded. 

In  an  accompanying  editorial  in  the  same  issue, 
Robert  D.  Utiger,  MD.  of  the  University  of  North 
Caroliua,  Chapel  Hill,  r<  < ommends  that  new  recall 


programs  be  held  in  abeyance.  Individual  physicians 
should  examine  patients  by  feeling  for  nodules  or 
lumps  in  the  thyroid  area,  and  should  order  scans 
or  further  tests  only  whem  lumps  are  found,  regard- 
less of  the  patient’s  irradiation  history,  Dr.  Utiger 
recommends. 


HEALTH  AND  MEDICAL  EVENTS  IN  1979  - A 
REVIEW  BY  THE  AMERICAN  MEDICAL  ASSO- 
CIATION- Continuation 

* Piano  players  are  subject  to  an  ailment  that 
brings  sharp  pain  to  the  wrist  and  fingers,  caused  by 
long  hours  of  pounding  the  keyboard.  It’s  called  Car- 
pal Tunnel  Syndrome. 

* Architects  were  particularly  interested,  along 
with  the  general  public,  in  an  editorial  in  the  Journal 
of  the  AMA  pointing  out  that  windowless  rooms  have 
a depressing  impact  on  occupants. 

* Laetrile,  the  cancer  drug,  not  only  does  not 
cure  cancer,  it  also  can  kill  the  user.  These  were  the 
findings  of  a Chicago  research  study.  Deaths  come 
from  cyanide  poisoning.  Laetrile  is  made  from  apricot 
pits,  which  contain  cyanide.  In  the  fall,  a small  boy 
died  of  leukemia  in  Mexico.  His  parents  had  taken 
him  to  a Mexican  clinic  for  laetrile  after  being  refused 
the  drug  in  the  United  States.  Successful  cures  of  leu- 
kemia in  children  are  becoming  more  common. 

* Infants  less  than  a year  old  should  not  be  fed 
honey,  because  of  danger  of  giving  them  infant  botu- 
lism, a California  research  unit  found.  Adults  need  have 
no  fear.  No  one  past  the  age  of  eight  months  has  been 
stricken. 

* Announcement  of  a successful  treatment  for 
a heretofore  resistant  form  of  venereal  disease  — genital 
herpes  simplex  infection  — brought  many  queries  from 
sufferers.  The  treatment  is  with  a product  called  2- 
deoxy-D-glucose.  A Philadelphia  researcher  found  that 
the  drug  cured  most  cases  of  the  infection  within  12  to 
72  hours,  and  the  others  within  a few  days  more. 
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* Despite  widespread  exposure,  synthetic  fiber 
implantations  as  a purported  cure  for  baldness  continued 
well  into  the  year,  with  disastrous  results  for  many 
of  the  hapless  victims.  The  fibers  cause  infection  and 
pain  within  a week  or  so  of  implantation.  Most  of 
them  fall  out,  but  many  of  the  tiny  knots  designed 
to  bold  the  fiber  in  the  scalp  remain  imbedded.  Some- 
times the  entire  scalp  must  be  removed  and  replaced 
bv  flaps  from  other  areas  of  the  bead  to  correct  the 
infections.  The  Food  and  Drug  Administration  issued 
a warning  on  the  process,  and  the  Federal  Trade  Com- 
mission has  moved  to  put  the  clinics  out  of  business. 

* Another  unique  medical  story'  came  from  the 
western  states.  A researcher  measured  the  impact 
of  the  strike  of  a woodpecker’s  beak  against  a tree 
limb.  He  sought  to  determine  how  the  small  bird 
could  hit  so  hard  without  damaging  the  brain.  It  was 
hoped  that  the  information  would  help  technicians 
design  protective  helmets  for  motorists. 

* Cocaine  is  by  no  means  the  harmless  drug  that 
many  believe,  Miami  doctors  found.  Some  68  deaths 
from  recreational  use  of  cocaine  were  reported  in  the 
Miami  area. 

* Heart  transplants,  out  of  the  news  for  some 
years  after  a flurry  in  the  late  1960s,  gained  a new 
lease  on  life  in  1979  with  report  from  Stanford  Uni- 
versity that  the  transplants  now  work  three-fourths 
of  the  time,  and  could  be  helpful  to  some  75,000 
Americans  each  year. 

* With  care  and  patience,  the  doctor  can  render 
virtually  any  cancer  patient  free  of  pain,  a North  Ca- 
rolina research  center  found.  It  takes  time  and  study 
on  the  part  of  the  doctor  to  individualize  the  prescrip- 
tion for  pain  relievers,  but  it  can  be  done. 

* Doctors  reported  last  spring  that  they  have 
found  a new  disease.  It’s  called  PUPPP.  It  is  a rash 
that  breaks  out  in  the  final  three  months  of  pregnancy 
on  the  abdomen  and  sometimes  the  thighs,  buttocks 
and  arms.  It  is  different  from  previous  known  rashes 
that  annoy  pregnant  women.  Skin  creams  ease  the 
itching.  The  rash  goes  away  after  the  child  is  born. 

* Costs  of  medical  care  continued  to  be  a major 
headache  for  the  health  care  community.  Hospitals 
and  doctors  succeeded  through  the  Voluntary  Effort 
in  curbing  the  rate  of  escalation  of  health  care  costs. 
They  are  now  going  up  no  faster  than  the  economy’s 
overall  inflation.  A Florida  study  found  that  new 


young  doctors  often  were  not  aware  of  how  much 
things  cost,  such  as  tests  and  X-rays,  and  a plea  was 
voiced  for  better  training  of  the  profession  in  know- 
ledge of  costs  and  procedures.  Proposals  for  govern- 
ment regulation  of  cost  increases  were  before  Congress. 

* Prolonged  use  of  large  amounts  of  ginseng, 
the  ancient  Asian  herb,  can  cause  high  blood  pressure 
and  other  health  problems,  a California  researcher 
found. 

* In  the  legislative  area  there  was  much  interest 
in  a model  state  law  being  adopted  by  a number  of 
Legislatures  to  clarify  the  definition  of  brain  death. 
The  AMA  prepared  a model  law  for  the  guidance  of 
the  states  which  states  that  the  individual  is  dead  when 
his  brain  is  dead,  using  the  best  criteria  available. 

* Most  doctors  no  longer  try  to  conceal  from 
their  patients  the  knowledge  that  the  individual  has 
cancer.  A survey  in  Rochester,  N.  Y.,  revealed  that  97 
per  cent  of  the  doctors  say  they  prefer  to  tell  a cancer 
patient  his  diagnosis. 

* The  hope  that  Vitamin  C can  reduce  incidence 
or  severity  of  the  common  cold  was  dealt  still  another 
blow  in  1979  by  a study  among  marine  recruits  at 
Parris  Island.  Half  were  given  Vitamin  C,  the  other 
half  a placebo.  There  was  no  difference  between  the 
two  groups  in  incidence  or  duration  of  colds. 

* The  AMA  early  in  the  year  published  a new 
guide  to  losing  weight  — “The  Healthy  Approach  to 
Slimming”  — which  stresses  over-all  health  as  well  as 
weight.  For  health  consciousness,  exercise  may  be 
equally  as  important  as  diet  and  nutrition,  the  AMA 
says,  even  though  it  is  absolutely  essential  to  eat  less 
calories  than  consumed  to  take  off  pounds. 

* Less  than  half  as  many  tonsillectomies  are  being 
performed  in  1979  as  were  done  in  the  mid-1960s. 
The  popularity  of  the  throat  operation  declined  and 
there  is  a surplus  of  surgical  specialists  trained  to  treat 
problems  of  the  throat,  a Harvard  study  found. 

* There  also  was  a trend  to  seek  second  opinions 
for  all  elective  surgery  before  operating.  Some  said 
that  the  second  opinion  sometimes  found  surgery 
unnecessary.  The  AMA  supports  second  opinions  on 
a voluntary  basis. 

* A microsurgical  technique  for  strokes  and  visual 
disorders  among  persons  who  aren’t  getting  enough 
blood  to  their  brains  was  reported  early  in  the  year  in 
the  Journal  of  the  AMA. 
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* The  radical  mastectomy  as  treatment  for  breast 
cancer  was  being  eased  out,  as  more  medical  centers 
found  that  less  drastic  surgery,  coupled  with  other 
treatments,  served  as  well. 

* Nitrosamines  entered  the  news  in  late  summer, 
with  reports  that  this  substance  which  has  been  impli- 
cated in  cancer  is  found  in  beer  and  in  Scotch  whisky. 
Others  said  that  the  small  amounts  of  nitrosamines 
in  the  beverages  posed  no  danger. 

* Surgeons  at  the  University  of  Maryland  replaced 
a portion  of  a patient’s  cancerous  spine  with  a metal 
artifical  spine  in  another  medical  “first”. 

* In  top  government  health  circles,  Patricia  Harris 
replaced  Joseph  Califano  as  Secretary  of  Health,  Educa- 
tion and  Welfare,  and  Dr.  Jere  Edwin  Goyan.  dean  of  the 
School  of  Pharmacy  at  the  University  of  California 
at  San  Francisco,  was  named  commissioner  of  the  Food 
and  Drug  Administration. 

* The  Nobel  Prize  in  medicine  for  the  year  was 
awarded  to  the  American  Allan  M.  Cormack  (formerly 
of  South  Africa)  and  Godfrey  Newbold  Hounsfield  of 
England,  for  development  of  the  CAT  scanner.  This 
important  diagnostic  tool  had  been  the  target  of  those 
seeking  to  contain  hospital  costs  for  some  years.  It 
had  been  cited  as  too  expensive  for  every  hospital  to 
have  one.  Its  proponents  declared  that  the  Nobel  Prize 
award  vindicated  further  use  of  the  scanner. 


CHILDREN  DIE  IN  AUTO  CRASHES  FOR  LACK 
OF  PROPER  SEA  T BEL TS 

CHICAGO  - Once  again  the  value  of  seat  belts 
and  child  restraints  in  protecting  children  in  auto  ac- 
cidents is  clearly  shown  in  a report  in  the  Dec.  28  Jour- 
nal of  the  American  Medical  Association. 

Maryland  researchers  studied  a series  of  89  deaths 
in  children  less  than  15  years  who  were  killed  in  motor 
vehicle  accidents.  Only  three  of  the  children  were 
using  child  restraint  systems  or  seat  belts.  The  other 
86  were  not  properly  held  down  by  effective  safety 
devices.  Many  of  them  were  merely  seated  on  the  lap 


of  adults,  a practice  well  known  to  be  unsafe  for  small 
children. 

A few  of  the  accidents  were  so  severe  that  pro- 
per child  restraints  probably  would  not  have  precluded 
death.  But  in  most  of  them  the  child  might  have  been 
saved  by  proper  equipment,  properly  used,  says  Jerome 
J.  Karwacki,  Jr.,  and  Susan  P.  Baker  of  the  Office  of  the 
Chief  Medical  Examiner  of  Maryland. 

Among  children  between  the  ages  of  1 and  14, 
half  of  all  deaths  result  from  accidents.  And  motor 
vehicle  accident  head  the  list,  killing  some  2,000  an- 
nually. 

Of  the  89  children  killed  in  the  Maryland  study, 
38  were  less  than  5 years  old.  There  were  13  less  than 
1 year  old.  Several  of  the  very  young,  age  2 to  4 mon- 
ths, were  in  lightweight  plastic  infant  holders  not  de- 
signed for  use  as  vehicular  restraints.  All  of  the  deaths 
were  from  impact  injuries  except  for  three  who  died 
in  fires  caused  by  accidents. 

Most  of  the  children  suffered  severe  head  injuries, 
leading  Mr.  Karwacki  and  Ms.  Baker  to  recommend  that 
children  wear  helmets  while  traveling  in  motor  vehicles. 
Although,  they  add,  “the  likelihood  of  their  widespread 
use  is  probably  remote.”  Of  greater  value  would  be  using 
the  seat  belts  already  in  the  autos.  Seat  belts  are  un- 
used by  four  out  of  five  drivers,  and  even  when  the 
driver  is  buckled  in,  the  child  beside  him  often  is  not 
restrained. 


AMA  PUBLISHES  GUIDEBOOK  ON  EDUCATION 
FOR  MEDICINE 

CHICAGO  — So  you  w ant  to  be  a doctor? 

From  childhood  diseases,  immunizations  and  in- 
juries through  physical  checkups  for  school,  camp  and 
athletic  teams,  the  doctor  has  been  there  to  examine, 
treat,  understand,  and  allay  fear  and  pain.  Small  won- 
der, then,  that  to  “be  a doctor  " becomes  the  desire 
of  many  young  men  and  women. 

To  assist  the  thousands  of  young  Americans 


42 


Volumen  72 

Núm.  1 


Noticias 


of  both  sexes  and  all  races  who  want  to  know  what 
it  takes  to  be  a doctor,  the  American  Medical  Associa- 
tion has  prepared  a revised  and  updated  version  of  its 
handbook,  “Helping  Hands.  Horizons  Unlimited  in 
Medicine.” 

The  book  is  a fund  of  information  on  medicine 
as  a career,  ranging  from  what  it’s  like  to  practice  me- 
dicine, what  premed  education  is  required,  how  to  ap- 
ply for  medical  school,  financing  a medical  educa- 
tion and  how  to  get  a license  to  practice  medicine. 
It  is  a fact  book  designed  for  high  school  and  college 
students  and  their  counselors. 

Medicine  is  not  for  everyone,  the  AMA  points 
out.  The  training  is  long  and  hard,  as  well  as  challen- 
ging: it  is  ten  years  or  more  after  high  school  before 
the  young  physician  is  ready  to  practice.  Then  come 
long  working  hours;  relatively  less  time  for  family  life 
and  leisure;  the  emotional  stress  of  sharing  the  burdens 
of  others;  and  lifelong  study. 

The  student  who  is  considering  medicine  as  a career 
should  ask  himself  some  searching  questions,  the  pam- 
phlet urges.  High  intelligence,  perserverance,  a concern 
for  people  and,  scientific  curiousity  are  all  pluses.  But 
a strong  constitution  and  the  emotional  strength  to  share 
the  burdens  of  others  are  also  important. 

In  high  school,  students  should  take  all  of  the 
math  and  science  courses  offered,  along  with  English 
and  social  sciences.  Good  communication  skills,  includ- 
ing ability  to  read  with  speed  and  comprehension,  are 
essential  to  success  in  medical  school.  In  college,  em- 
phasis must  be  on  sciences  and  math,  but  with  a balance 
of  other  courses.  Most  beginning  medical  students  today 
already  have  a bachelor’s  degree,  often  in  biology  or 
chemistry  , and  many  have  advanced  degrees. 

Getting  into  medical  school  isn’t  easy.  About 
37,000  college  students  applied  to  medical  school  for 
the  1978-1  9 class,  but  only  16,500  were  admitted.  Get- 
ting into  medical  school  is  strongly  competitive,  but 
not  impossible,  the  AMA  points  out. 

Good  grades  help.  Of  first-year  medical  students 
in  1977,  some  50.4  per  cent  had  “A”  averages,  43  per 
cent  B ’,  and  1.6  per  cent  “C'\  Outside  activities, 
intelligence,  discipline,  integrity  and  many  other  factors 
weigh  heavily  in  the  admission  process.  A good  score 
on  the  Medical  College  Admission  Test,  usually  taken 
in  the  spring  of  the  junior  college  year,  also  is  an  im- 


portant factor. 

Medical  education  is  expensive,  but  there  are  many 
aid  programs  available  for  qualified  students. 

The  appendix  includes  a listing  of  all  medical 
schools  in  the  United  States  and  Puerto  Rico,  with 
information  on  costs,  including  tuition,  books  and 
supplies  and  room  and  board. 

Copies  of  the  booklet  are  available  from  Order 
Department,  OP- 160.  American  Medical  Association, 
P.  O.Box  821.  Monroe,  Wis.  53566.  Cost  of  single 
copy  is  75  cents. 


CONGRESS  ON  MEDICAL  EDUCATION  SET  FOR 
NEXT  SPRING  IN  CHICAGO 

Chicago  — The  76th  Congress  on  Medical  Edu- 
cation will  be  held  April  24-26,  1980  in  Chicago  (Pal- 
mer House). 

Co-sponsors  of  the  Congress  are  the  American 
Medical  Association,  the  Association  for  Hospital 

Medical  Education,  and  the  Federation  of  State  Me- 
dical Boards  of  the  United  States. 

Theme  of  the  Congress  will  be:  Dilemmas  of 
the  Decade  — Medical  Education  and  Licensure. 

Dr.  Donald  Kennedy,  vice  president  and  pro- 
vost, Stanford  University,  former  commissioner  of 
the  U.  S.  Food  and  Drug  Administration,  will  be  the 
keynote  speaker  at  the  opening  session.  Heading  a 
panel  on  generalism  and  specialism  during  the  first 
morning’s  program  will  be  Norman  Cousins,  chair- 
man of  the  editorial  board,  Saturday  Review,  and 
senior  lecturer  in  medical  humanities,  University  of 
Southern  California  at  Los  Angeles  School  of  Medicine. 

Newton  Minow,  senior  partner  of  the  law  firm 
of  Sidley  and  Austin,  Chicago,  and  former  chairman 
of  the  Federal  Communications  Commission,  will  de- 
liver the  major  address  of  the  second  day’s  session, 
speaking  on  The  Regulation  of  Medicine. 

Theodore  Cooper,  MD,  dean  at  Cornell  Univer- 
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sity  Medical  Center,  former  Assistant  Secretary  for 
Health  of  the  U.  S.  Department  of  Health,  Education 
and  Welfare,  will  keynote  a session  with  an  address 
on  Factors  Affecting  Medical  Progress. 

Groups  of  distinguished  panelists  will  join  the 
keynote  speakers  in  expanding  on  various  aspects 
of  the  convention  theme  of  the  dilemmas  facing  me- 
dical education  and  licensure  of  physicians. 

Appearing  with  Mr.  Cousins  will  be  William 
D.  Holden,  MD.  chairman  of  the  National  Board  of 
Medical  Examiners,  Herbert  k.  Holden,  MD,  past  pre- 
sident of  the  American  Academy  of  Family  Practice, 
and  John  M..  Eisenberg,  MD,  of  the  University  of 
Pennsylvania  School  of  Medicine. 

A panel  on  Public  and  Professional  Perspectives 
will  include  Donald  S.  Winston,  MD,  chairman  of  the 
former  AMA  Resident  Physician  Section’s  Workshop 
on  Cost  Containment;  Robert  T.  Kelly,  MD,  chairman 
of  the  AMA  Council  on  Medical  Service;  Hugh  Tilson, 
MD,  director,  Department  of  Health  Services,  State 
of  North  Carolina,  and  Henry  G.  Cramblett,  MD,  dean, 
Ohio  State  University  College  of  Medicine. 

On  the  panel  with  Mr.  Minow  will  be  Thomas  B. 
Ferguson,  MD,  president,  Council  of  Medical  Specialty 
Societies;  E.  Harvey  Estes,  MD,  chairman,  Department 
of  Community  and  Family  Medicine,  Duke  University 
Medical  Center;  Howard  G.  McQuarrie,  MD,  of  the 
Utah  Board  of  Registration;  John  H.  Morton,  MD,  past 
president,  Federation  of  State  Medical  Boards,  and  John 
C.  Sage,  MD,  of  the  Nebraska  Board  of  Medical  Licensu- 
re. 

The  panel  with  Dr.  Cooper  will  include  Robert  S. 
Stone,  MD,  dean  of  Texas  A & M College  of  Medicine, 
and  Geoffrey  Segar,  Indianapolis  attorney. 

Congress  registrants  may  attend  all-day  workshops 
sponsored  by  the  Federation  of  State  Medical  Boards 
of  the  United  States  on  Wednesday,  April  23  and  a 50th 
Anniversary  Symposium  on  Allied  Health  sponsored  by 
the  AMA  on  Friday  and  Saturday,  April  25  and  26.  A 
workshop  on  graduate  education  also  will  be  offered, 


Friday  afternoon,  April  25. 

Further  information  on  the  Congress  is  available 
from  the  office  of  Dr.  John  Fauser,  Group  on  Medical 
Education,  American  Medical  Association,  535  N. 
Dearborn  St.,  Chicago,  IL  60610. 


UNIVERSITY  OF  MIAMI  SCHOOL  OF  MEDICINE  - 
EIGHT  ANNUAL  CONFERENCE  - “ MASTER  AP- 
PROACH TO  CARDIOVASCULAR  PROBLEMS ” at 

THE  CONTEMPORARY  HOTEL  - WALT  DISNEY 
WORLD  RESORT  COMPLEX  - ORLANDO,  FLO- 
RIDA - May  30  - June  1st,  1980. 


For  more  information  please  call  (305)  325-6411  or 
write  to:  Y.  Barcena  - Cardiology  (D-39)  U/Miami 
School  of  Medicine,  P.  0.  Box  016960  - Miami,  FI 
33101. 


AMERICAN  COLLEGE  OF  CARDIOLOGY  invites 
you  to  a program  directed  by:  Pravin  M.  Shah,  MD, 
FACC  — “M-Mode  and  2-Dimensional  Echocardiogra- 
phy: Current  Status  and  Future  Promise”  - April  28, 
29  and  30,  1980,  to  be  offered  at  the  Heart  House 
Learning  Center,  9111  Old  Georgetown  Road,  Be- 
thesda,  Maryland  . 

For  more  information  please  write  to:  Program  Re- 
gistrar, Heart  House  Learning  Center,  above  address. 


El  Profesor  Dr.  Georges  Ferdinandy 

y 

Darlington  Travel  Agencies 

Le  invitan  a usted  y a su  distinguida  familia  a participar  en  el  Séptimo  Viaje  Interuniversitario  ESTUDIO  Y PLACER 
EN  EUROPA  que  se  llevará  a cabo  en  julio  de  1980. 

Visitaremos  7 países:  Francia,  Alemania,  Suiza,  Austria,  Liechtenstein,  Italia  y España 
7 capitales:  Estrasburgo,  París,  Basilea,  Zurich,  Vaduz,  Roma,  Madrid,  y 

7 centros  turísticos:  Versalles,  Alsacia,  Los  Montes  Vosgos,  las  Cataratas  del  Rin,  el  Lago  de  Constanza, 
el  Vaticano  y Toledo. 

Estudiaremos  durante  tres  semanas  en  los  Cursos  de  Verano  de  la  Universidad  de  Estrasburgo,  tomando  cursos  de 
francés  o de  alemán,  para  conseguir  el  Diploma  de  la  Universidad  convertible  en  tres  créditos. 

A la  frontera  de  Francia  y de  Alemania,  Estrasburgo,  ciudad  romántica  y alegre,  es  un  centro  cultural  importante 
desde  la  Edad  Media.  Nuestros  viajes  a Estrasburgo  reúnen  jóvenes  y adultos,  estudiantes  y profesionales  deseosos 
de  unir  lo  agradable  a lo  útil;  pasar  un  mes,  acompañado  por  profesores  universitarios,  en  el  ambiente  inolvidable 
de  un  viaje  de  estudios. 

Nota:  Nuestros  Tours  tienen  financiamiento  bancario  y son  deducibles  de  los  impuestos. 

INVITACION 

El  prof.  Georges  Ferdinandy  y Darlington  Travel  Agencies  le  invitan  a usted  y a su  distinguida  familia  a par- 
ticipar en  la  Reunión  informativa  que  se  llevará  a cabo  el  jueves  27  de  marzo  de  1980  a las  8:00  p.m.  en:  Darlington 
Travel  Agencies  en  Ponce  de  León  Núm.  lili,  Pda.  27,  Santurce.  Se  ofrecerá  una  degustación  de  vinos,  películas, 
e información  detallada  acerca  del  Tour.  ¡Los  esperamos  a todos! 

Darlington  Travel  Agencies 
Tel.:  765-1760 


CON  UN  GRUPO  DE  15  PERSONAS  - LA  ASOCIACION  BENEFICIARA  DE  UN  VIAJE  GRATIS  O DE  $1500 

EN  EFECTIVO 


Remember 


ZYLOPRIM 

the  original  (allopurmol) 

100  and  300  mg 
Scored  Tablets 


The  name 
Zyloprim 
is  now 
imprinted  on 
each  tablet. 


St  / Burroughs  Wellcome  Co 

| / Research  Triangle  Park 
■»».  / North  Carolina  27709 


LISTA  DE  ANUNCIANTES 


BURROUGHS  WELLCOME 
Empirin  w/Codeine 
Septra  Otitis 
Zyloprim 

PFIZER  CORPORATION 
Sustaire 

ROCHE  LAB. 

Bactrim 

Valium 

SMITH , KLINE  & FRENCH 
Tagamet 

U.S.V.  PHARM. 

Hygroton  25 

THE  UPJOHN  COMPANY 
Motrin 


% Burroughs  Wellcome  Co. 

I 1 Research  Triangle  Park 
North  Carolina  27709 


In  pediatric  infections 


Each  teaspoonful  (5  ml)  contains: 

40  mg  trimethoprim  and  200  mg  sulfamethoxazole 

Suspension  B.I.D. 


Acute 

Otitis 

Media 


where 

the  action  is. 


In  acute 
otitis  media 


Septra  Suspension  provides  effec- 
tive antibacterial  action  against 
susceptible  strains  of  H influenzae 
and  S pneumoniae  (D  pneumoniae), 
the  pathogens  most  likely  to  cause 
acute  otitis  media  in  children. 

Septra  Suspension  is  useful  in 
many  patients,  but  especially  in 
those  with  penicillin  allergy  or  with 
infections  caused  by  ampicillin- 
resistant  H influenzae.  Limited  clini- 
cal data  are  presently  available  on 
the  effectiveness  of  treatment  of 
acute  otitis  media  with  Septra  when 
the  infection  is  due  to  H influenzae 
resistant  to  ampicillin.  However,  in 
vitro  data  is  highly  favorable;  when 
over  200  strains  of  ampicillin-resis- 
tant  H influenzae  were  tested,  all 
proved  susceptible  to  TMP/SMX.* 

And  unlike  most  other  antibac- 
terials for  the  treatment  of  acute 
otitis  media,  Septra  Suspension  is 
administered  on  a convenient  b.i.d. 
dosage  schedule.  The  cherry- 
flavored  suspension  is  well 
accepted  by  children. 


Burroughs  Wellcome  Co. 

| TH?  » Research  Triangle  Park 
North  Carolina  27709 


In  recurrent 
urinary  tract 
infections 

Septra  Suspension  provides  effec- 
tive antibacterial  action  in  urine  and 
blood  against  susceptible  strains  of 
E cojj,  Klebsiella-Enterobacter  and 
Proteus.  Whether  the  infection 
centers  in  the  kidneys  or  bladder, 
Septra  Suspension  maintains  effec- 
tive levels  at  the  site  of  the  infection 
with  just  two  doses  a day. 

Adequate  fluid  intake  should  be 
maintained  and  frequent  urinalyses 
with  careful  microscopic  examina- 
tion performed  during  Septra  ther- 
apy. Septra  is  contraindicated  in 
infants  under  two  months  of  age. 

"In  vitro  data  do  not  necessarily  correlate  with  clinical 
results.  Data  on  file,  Burroughs  Wellcome  Co. 

NOTE:  Septra  should  not  be  used  in  the  treatment  of 

streptococcal  pharyngitis. 

Please  see  prescribing  information  on  next  page. 


Septra  Suspension  B.I.D. 

Each  teaspoonful  (5  ml)  contains:  40  mg  trimethoprim  and 
200  mg  sulfamethoxazole 

Septra  DS  B.I.D. 

Each  tablet  contains:  160  mg  trimethoprim  and  800  mg  sulfamethoxazole 

Septra®  DS  Tablets  Double  Strength 
Septra  5 Tablets 
Septra®  Suspension 

INDICATIONS  AND  USAGE: 

URINARY  TRACT  INFECTIONS:  For  the  treatment  of  urinary  tract  infections 
due  to  susceptible  strains  of  the  following  organisms:  Escherichia  coli, 
Klebsiella-Enterobactec  Proteus  mirabilis,  Proteus  vulgaris,  Proteus  mor- 
gana It  is  recommended  that  initial  episodes  of  uncomplicated  urinary 
tract  infections  be  treated  with  a single  effective  antibacterial  agent  rather 
than  the  combination. 

NOTE:  Currently,  the  Increasing  frequency  of  resistant  organisms  is  a 
limitation  of  the  usefulness  of  all  antibacterial  agents,  especially  in  the 
treatment  of  these  urinary  tract  infections. 

ACUTE  OTITIS  MEDIA:  For  the  treatment  of  acute  otitis  media  in  children 
due  to  susceptible  strains  of  Haemophilus  influenzae  or  Streptococcus 
pneumoniae  when  in  the  judgment  of  the  physician  Septra  offers  some 
advantage  over  the  use  of  other  antimicrobial  agents.  Limited  clinical 
information  is  presently  available  on  the  effectiveness  of  treatment  of  otitis 
media  with  Septra  when  the  infection  is  due  to  Haemophilus  influenzae 
resistant  to  ampicillin.  To  date,  there  are  limited  data  on  the  safety  of 
repeated  use  of  Septra  in  children  under  two  years  of  age.  Septra  is  not 
indicated  for  prophylactic  or  prolonged  administration  in  otitis  media  at 
any  age. 

SHIGELLOSIS:  For  the  treatment  of  enteritis  caused  by  susceptible  strains 
of  Shigella  flexneri  and  Shigella  sonnei  when  antibacterial  therapy  is 
indicated. 

PNEUMOCYSTIS  CARINII  PNEUMONITIS:  For  the  treatment  of  docu- 
mented Pneumocystis  carinii  pneumonitis.  To  date,  this  drug  has  been 
tested  only  in  patients  9 months  to  16  years  of  age  who  were  immunosup- 
pressed  by  cancer  therapy. 

CONTRAINDICATIONS:  Hypersensitivity  to  trimethoprim  or  sulfonamides. 
Pregnancy  and  during  the  nursing  period  Infants  less  than  two  months  of 
age. 

WARNINGS:  SEPTRA  SHOULD  NOT  BE  USED  IN  THE  TREATMENT  OF 
STREPTOCOCCAL  PHARYNGITIS. 

Clinical  studies  have  documented  that  patients  with  Group  A /3 -hemolytic 
streptococcal  tonsillopharyngitis  have  a greater  incidence  of  bacteriologic 
failure  when  treated  with  Septra  than  do  those  patients  treated  with 
penicillin  as  evidenced  by  failure  to  eradicate  this  organism  from  the 
tonsillopharyngeal  area 

Deaths  associated  with  administration  of  sulfonamides  have  been  reported 
from  hypersensitivity  reactions,  agranulocytosis,  aplastic  anemia  and  other 
blood  dyscrasias  Experience  with  trimethoprim  alone  is  much  more  limited, 
but  occasional  interference  with  hematopoiesis  has  been  reported  as  well 
as  an  increased  incidence  of  thrombopenia  with  purpura  in  elderly  patients 
on  certain  diuretics,  primarily  thiazides. 

Sore  throat,  fever,  pallor,  purpura  or  jaundice  may  be  early  signs  of  serious 
blood  disorders.  Frequent  CBCs  are  recommended;  therapy  should  be 
discontinued  if  a significant  reduction  in  the  count  of  any  formed  blood 
element  is  noted 

PRECAUTIONS:  Use  with  caution  in  patients  with  impaired  renal  or  hepatic 
function,  possible  folate  deficiency,  severe  allergy  or  bronchial  asthma.  In 
glucose-6-phosphate  dehydrogenase-deficient  individuals,  hemolysis  may 
occur  (frequently  dose-related)  During  therapy,  maintain  adequate  fluid 
intake  and  perform  frequent  urinalyses  with  careful  microscopic  examina- 
tion and  renal  function  tests,  particularly  where  there  is  impaired  renal 
function. 

Since  Septra  may  prolong  prothrombin  time  in  patients  on  warfarin, 
coagulation  time  should  be  reassessed  when  Septra  is  given 
ADVERSE  REACTIONS:  All  major  reactions  to  sulfonamides  and  trimetho- 
prim are  included,  even  if  not  reported  with  Septra.  Blood  Dyscrasias: 
Agranulocytosis,  aplastic  anemia,  megaloblastic  anemia,  thrombopenia, 
leukopenia,  hemolytic  anemia,  purpura,  hypoprothrombinemia  and  methe- 
moglobinemia Allergic  Reactions:  Erythema  multiforme,  Stevens-Johnson 


syndrome,  generalized  skin  eruptions,  epidermal  necrolysis,  urticaria, 
serum  sickness,  pruritus,  exfoliative  dermatitis,  anaphylactoid  reactions, 
periorbital  edema,  conjunctival  and  scleral  injection,  photosensitization, 
arthralgia  and  allergic  myocarditis.  Gastrointestinal  Reactions:  Glossitis, 
stomatitis,  nausea,  emesis,  abdominal  pains,  hepatitis,  diarrhea  and  pan- 
creatitis. C.N.S.  Reactions:  Headache,  peripheral  neuritis,  mental  depres- 
sion, convulsions,  ataxia,  hallucinations,  tinnitus,  vertigo,  insomnia,  apathy, 
fatigue,  muscle  weakness  and  nervousness.  Miscellaneous  Reactions: 
Drug  fever,  chills,  and  toxic  nephrosis  with  oliguria  and  anuria.  Periarteritis 
nodosa  and  L.  E.  phenomenon  have  occurred. 

Due  to  certain  chemical  similarities  to  some  goitrogens,  diuretics  (aceta- 
zolamide  and  the  thiazides)  and  oral  hypoglycemic  agents,  sulfonamides 
have  caused  rare  instances  of  goiter  production,  diuresis  and  hypogly- 
cemia; cross-sensitivity  may  exist  with  these  agents.  In  rats,  long-term 
administration  of  sulfonamides  has  produced  thyroid  malignancies 
DOSAGE  AND  ADMINISTRATION:  Not  recommended  for  use  in  infants 
less  than  two  months  of  age. 

URINARY  TRACT  INFECTIONS  AND  SHIGELLOSIS  IN  ADULTS  AND 
CHILDREN  AND  ACUTE  OTITIS  MEDIA  IN  CHILDREN: 

Adults:  The  usual  adult  dosage  for  the  treatment  of  urinary  tract  infections  is 
two  tablets  or  four  teaspoonfuls  (20  ml)  every  12  hours  for  10  to  14  days.  An 
identical  daily  dosage  is  used  for  5 days  in  the  treatment  of  shigellosis. 
Children:  The  recommended  dose  for  children  with  urinary  tract  infections 
or  acute  otitis  media  is  8 mg/kg  trimethoprim  and  40  mg/kg  sulfamethox- 
azole per  24  hours,  given  in  two  divided  doses  every  12  hours  for  10  days.  An 
identical  daily  dosage  is  used  for  5 days  in  the  treatment  of  shigellosis.  The 
following  table  is  a guideline  for  the  attainment  of  this  dosage  using  Septra 
Tablets  or  Suspension. 


Children:  Two  months  of  age  or  older: 


Weight 

Dose  —every  12  hours 

lb 

kg 

Teaspoonfuls 

Tablets 

22 

10 

1(5  ml) 

V2 

44 

20 

2 (10  ml) 

1 

66 

30 

3 (15  ml) 

1V4 

88 

40 

4 (20  ml) 

2 (or  1 DS  tablet) 

For  patients  with  renal  impairment: 


Creatinine  Clearance 

Recommended 

(ml  /min) 

Dosage  Regimen 

Above  30 

Usual  Standard  Regimen 

Half  of  the  usual 

15-30 

dosage  regimen 

Below  15 

Use  Not  Recommended 

PNEUMOCYSTIS  CARINII  PNEUMONITIS: 

The  recommended  dosage  for  patients  with  documented  Pneumocystis 
carinii  pneumonitis  is  20  mg/ kg  trimethoprim  and  100  mg/ kg  sulfamethox- 
azole per  24  hours  given  in  equally  divided  doses  every  6 hours  for  14  days. 
The  following  table  is  a guideline  for  the  attainment  of  this  dosage  in 
children 


Weight 

Dose  — everv  6 hours 

lb 

kg 

Teaspoonfuls 

Tablets 

18 

8 

1 ( 5 ml) 

Vi 

35 

16 

2 (10  ml) 

1 

53 

24 

3 (15  ml) 

1 Vi 

70 

32 

4 (20  ml) 

2 (or  1 DS  tablet) 

HOW  SUPPLIED:  TABLETS,  containing  80  mg  trimethoprim  and  400  mg 
sulfamethoxazole— bottles  of  40, 100, 500  and  1000  tablets;  unit  dose  pack 
of  100. 

ORAL  SUSPENSION,  containing  the  equivalent  of  40  mg  trimethoprim  and 
200  mg  sulfamethoxazole  in  each  teaspoonful  (5  ml),  cherry  flavored— bot- 
tle of  450  ml  Also  available  in  double  strength,  oval-shaped,  pink,  scored 
tablets  containing  160  mg  trimethoprim  and  800  mg  sulfameth- 
oxazole—Compliance™  Pak  of  20,  bottle  of  60  and  unit  dose  pack  of  100. 


^RE\  Burroughs  Wellcome  Co. 

z » Research  Triangle  Park 
V AC  North  Carolina  27709 


For  recurrent  attacks  of 
urinary  tract  infection  in  women 


Bactrim  DS  » 

Each  tablet  contains  160  mg  trimethoprim  and  800  mg  sulfamethoxazole. 

Just  one  tablet  b.i.d.f  or  10  to  14  days 

■ Action  at  urinary/vaginal/lower  bowel  sites  helps  ■ Convenient  b.i.d.  dosage  provides  day-and-night 
eliminate  reservoirs  of  infecting  organisms  antibacterial  control 


■ Distinctive  antibacterial  action  plus  wide  spectrum 
helps  eradicate  recurrent  UTI 

■ Low  incidence  of  bacterial  resistance  in  community 
practice 


■ Contraindicated  during  pregnancy  and  the  nursing 
period.  During  therapy,  maintain  adequate  fluid  intake; 
perform  CBC’s  and  urinalyses  with  microscopic 
examination. 


Before  prescribing,  please  consult  complete  product  informa- 
tion, a summary  of  which  follows: 

Indications  and  Usage:  For  the  treatment  of  urinary  tract 
infections  due  to  susceptible  strains  of  the  following  or- 
ganisms: Escherichia  coli,  Klebsiella-Enterobacter,  Proteus 
mirabilis,  Proteus  vulgaris,  Proteus  morgana  It  is  recommended 
that  initial  episodes  of  uncomplicated  urinary  tract  infections 
be  treated  with  a single  effective  antibacterial  agent  rather 
than  the  combination.  Note : The  increasing  frequency  of  resis- 
tant organisms  limits  the  usefulness  of  all  antibacterials,  espe- 
cially in  these  urinary  tract  infections. 

Also  for  the  treatment  of  documented  Pneumocystis 
carlnil  pneumonitis.  To  date,  this  drug  has  been  tested  only  in 
patients  9 months  to  16  years  of  age  who  were  immunosup- 
pressed  by  cancer  therapy 

The  recommended  quantitative  disc  susceptibility  method 
( Federal  Register,  37: 20527-20529,  1972)  may  be  used  to  esti- 
mate bacterial  susceptibility  to  Bactrim.  A laboratory  report  of 
"Susceptible  to  trimethoprim-sulfamethoxazole"  indicates  an  infec- 
tion likely  to  respond  to  Bactrim  therapy  If  infection  is  confined  to 
the  urine,  "Intermediate  susceptibility"  also  indicates  a likely  re- 
sponse. “Resistant”  indicates  that  response  is  unlikely. 

Contraindications:  Hypersensitivity  to  trimethoprim  or  sul- 
fonamides; pregnancy;  nursing  mothers;  infants  less  than  two 
months  of  age. 

Warnings:  Deaths  from  hypersensitivity  reactions,  agran- 
ulocytosis, aplastic  anemia  and  other  blood  dyscrasias  have  been 
associated  with  sulfonamides.  Experience  with  trimethoprim  is 
much  more  limited  but  occasional  interference  with  hematopoiesis 
has  been  reported  as  well  as  an  increased  incidence  of  throm- 
bopenia  with  purpura  in  elderly  patients  on  certain  diuretics, 
primarily  thiazides.  Sore  throat,  fever,  pallor,  purpura  or  jaundice 
may  be  early  signs  of  serious  blood  disorders.  Frequent  CBC's 
are  recommended;  therapy  should  be  discontinued  if  a signifi- 
cantly reduced  count  of  any  formed  blood  element  is  noted. 

Precautions:  Use  cautiously  in  patients  with  impaired  renal 
or  hepatic  function,  possible  folate  deficiency,  severe  allergy  or 
bronchial  asthma.  In  patients  with  glucose-6-phosphate  dehy- 
drogenase deficiency,  hemolysis,  frequently  dose-related,  may 
occur.  During  therapy,  maintain  adequate  fluid  intake  and  perform 
frequent  urinalyses,  with  careful  microscopic  examination,  and 
renal  function  tests,  particularly  where  there  is  impaired  renal 
function. 

Adverse  Reactions:  All  major  reactions  to  sulfonamides  and 
trimethoprim  are  included,  even  if  not  reported  with  Bactrim. 

Blood  dyscrasias:  Agranulocytosis,  aplastic  anemia,  megaloblas- 
tic anemia,  thrombopema,  leukopenia,  hemolytic  anemia,  purpura, 
hypoprothrombinemia  and  methemoglobinemia.  Allergic  reac- 
tions: Erythema  multiforme,  Stevens-Johnson  syndrome, 
generalized  skin  eruptions,  epidermal  necrolysis,  urticaria,  serum 
sickness,  pruritus,  exfoliative  dermatitis,  anaphylactoid  reactions, 
periorbital  edema,  conjunctival  and  scleral  injection,  photosensiti- 
zation, arthralgia  and  allergic  myocarditis.  Gastrointestinal  reac- 
tions: Glossitis,  stomatitis,  nausea,  emesis,  abdominal  pains, 
hepatitis,  diarrhea  and  pancreatitis.  CNS  reactions:  Headache, 


peripheral  neuritis,  mental  depression,  convulsions,  ataxia,  hal- 
lucinations, tinnitus,  vertigo,  insomnia,  apathy,  fatigue,  muscle 
weakness  and  nervousness  Miscellaneous  reactions.  Drug  fever, 
chills,  toxic  nephrosis  with  oliguria  and  anuria,  periarteritis  nodosa 
and  L.  E.  phenomenon.  Due  to  certain  chemical  similarities  to 
some  goitrogens,  diuretics  (acetazolamide,  thiazides)  and  oral 
hypoglycemic  agents,  sulfonamides  have  caused  rare  instances 
of  goiter  production,  diuresis  and  hypoglycemia  in  patients; 
cross-sensitivity  with  these  agents  may  exist.  In  rats,  long-term 
therapy  with  sulfonamides  has  produced  thyroid  malignancies. 

Dosage:  Not  recommended  for  infants  less  than  two 
months  of  age. 

Urinary  Tract  Infections : Usual  adult  dosage — 1 D.S  tablet 
(double  strength),  2 tablets  (single  strength)  or  4 teasp.  (20  ml) 
b.i.d.  for  10-14  days.  ■ 

Recommended  dosage  for  children — 8 mg/kg  trimethoprim 
and  40  mg/kg  sulfamethoxazole  per  24  hours,  in  two  divided  doses 
for  10  days.  A guide  follows: 


Children  two  months  of  age  or  older 


Weight 

Dose- 

—every  12  hours 

lbs 

kgs 

Teaspoonfuls 

Tablets 

20 

9 

1 teasp.  (5  ml) 

’/2  tablet 

40 

18 

2 teasp.  (10  ml) 

1 tablet 

60 

27 

3 teasp.  (15  ml) 

V/2  tablets 

80 

36 

4 teasp.  (20  ml) 

2 tablets  or  1 DS  tablet 

For  patients  with  renal  impairment: 

Creatinine 

Recommended 

Clearance  (ml/min) 

Dosage  Regimen 

Above  30 

Usual  standard  regimen 

15-30 

V2  the  usual  regimen 

Below  15 

Use  not  recommended 

Pneumocystis  carina  pneumonitis:  Recommended  dosage: 

20  mg/kg  trimethoprim  and  100  mg/kg  sulfamethoxazole  per  24 
hours  in  equal  doses  every  6 hours  for  14  days  See  complete 
product  information  for  suggested  children's  dosage  table. 

Supplied:  Double  Strength  (DS)  tablets,  each  containing  160 
mg  trimethoprim  and  800  mg  sulfamethoxazole,  bottles  of  100, 
Tel-E-Dose®  packages  of  100  Tablets,  each  containing  80  mg 
trimethoprim  and  400  mg  sulfamethoxazole — bottles  of  100  and 
500;  Tel-E-Dose®  packages  of  100;  Prescription  Paks  of  40,  avail- 
able singly  and  in  trays  of  10.  Oral  suspension,  containing  in 
each  teaspoonful  (5  ml)  the  equivalent  of  40  mg  trimethoprim  and 
200  mg  sulfamethoxazole,  fruit-licorice  flavored — bottles  of  16  oz 
(1  pint). 

/ \ Roche  Laboratories 

< ROCHE  > Division  of  Hoffmann-La  Roche  Inc. 

\ / Nutley,  New  Jersey  07110 

Please  see  back  cover. 


the  Bactri 


Bactrim  has  shown  high  clinical  effectiveness  in  recur- 
rent cystitis  as  a result  of  its  wide  spectrum  and  dis- 
tinctive antimicrobial  action  in  the  urinary,  vaginal  and 
lower  intestinal  tracts. 

The  probability  of  recurrent  urinary  tract  infection 
appears  to  be  enhanced  by  the  establishment  of  large 
numbers  of  E.  coli  or  other  urinary  pathogens  on  the 
«ffegMaHntro i tu s . The  trimethoprim  component  of 


Bactrim  diffuses  into  vaginal  fluid  in  effective  concen- 
trations, thus  combating  migration  of  pathogens  into 
the  urethra. 

Studies  have  shown  that  Bactrim  acts  against  Entero- 
bacteriaceae  i n the  bowel  without  the  emergence  of  resis- 
tant organisms.  Thus,  Bactrim  reduces  the  risk  of  introital 
colonization  by  fecal  uropathogens.  It  has  no  signifi- 
cant effect  on  other  normal,  necessary  intestinal  flora. 


Bactrim  fights  uropathogens  in  the 
urinary  tract/vaginal  tract/lower  intestinal  tract 


' 


Please  see  reverse  side  for  summary  of  product  information. 


